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CHEMOTHERAPEUTIC ADVANCES IN TROPICAL 
DISEASES OF IMPORTANCE TO AUSTRALIA.* 


By Sm Nei HAmItton FArrcey, K.B.E., M.D., 
D.Sc., F.R.C.P., F.R.S., 
Senior Physician, Hospital for Tropical Diseases (U.C.H.), 
London; Honorary Consultant in Tropical Medicine 
to the Army and the Ministry of Pensions. 


Tuts lecture is given to the memory of a young man of 
genius who embodied in a unique degree the spirit and 
unfulfilled expectations of that young generation of 
Australian medical officers who died in the first World 
War. When Mathison returned to Melbourne from his 
studies and research work abroad I was a medical student. 
I well remember his vital radiant personality and the 
undisguised admiration with which his senior and junior 
colleagues alike regarded him. He stood out from his 
contemporaries because of his drive, brilliance and great 
research potential. His tragic death on May 18, 1915, in 
the early days of the Gallipoli campaign, forcibly brought 
home to the medical profession of this country the tragedy 
of war. Sir Charles Martin, who has had such a profound 
influence on medical research and individual research 
workers in Australia, said of him that no man he had 
ever known possessed the genius for research in such high 
degree, and that he always seemed to know by instinct the 
essential difficulties of a problem and how to tackle them. 
We will never know what discoveries a man with 
Mathison’s flair for research would have made, but we have 


1The Mathison Memorial i delivered at the University 
.of Melbourne, November 12, 1951. 


good grounds for believing they would have been of 
fundamental importance both to physiology and to man- 
kind. 


Military problems such as those raised by chemical war- 
fare and flying at high altitudes arose later in the first 
World War, when physiological research workers were 
urgently needed. They proved hard to find, and it began 
to be realized by military and medical authorities alike 
that the failure to get high-grade scientific research workers 
and highly trained specialists into their right niche might 
be a factor in losing a war. This was appreciated to a 
greater extent in the second World War and will be an 
increasingly important consideration should we have to 
face a third world-wide catastrophe. 


Having had no special training as a physiologist, I am 
not equipped to lecture on physiological problems; but it 
struck me that you might be interested in an account of 
advances in chemotherapy in those tropical diseases of 
direct or indirect importance to Australia made in the 
last decade. 


Northern Australia has relatively little tropical disease. 
This has largely arisen as a consequence of two factors: 
(i) Australia has no large carrier problem in its native 
population; (ii) effective measures of prevention have been 
adopted by the quarantine and other Commonwealth depart- 
ments in peace and in association with the army in war. 
The presence of a first-class School of Public Health and 
Tropical Medicine in Sydney under the directorship of 
Professor Edward Ford, who has a unique knowledge of 
tropical diseases in the South-West Pacific, should ensure 
a continuation of this satisfactory position. Our commit- 
ments in two World Wars have necessitated large forces 
being exposed to tropical diseases in the Middle East and 
the South-West Pacific, the control of which was a matter 
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of high military and national importance. History has 
an uncomfortable way of repeating itself, so my remarks 
will include some reference to the more important diseases 
encountered in these areas as well as in Australia. 


I. VIRUSEs. 

Perhaps it is not remarkable that the first viruses known 
to yield to drugs are the large-sized viruses belonging to 
the psittacosis-lymphogranulomata group, intermediate 
between the small viruses and the rickettsias (Woodward, 
1949). 

Lymphogranuloma venereum, which occurs in the Pacific, 
responds, though somewhat slowly, to a full course of 
aureomycin, chloramphenicol and terramycin. Rectal 
infection with ulceration and proctitis resolves well, but 
strictures may need regular dilatation with rectal bougies. 
Where inguinal buboes have suppurated, aspiration may be 
necessary. 

Trachoma (granular conjunctivitis), which is such a 
common cause of blindness in countries like Egypt, is 
caused by an allied virus, and also responds to chlor- 
amphenicol, aureomycin and terramycin. Chloramphenicol 
and aureomycin may be given by conjunctival instillation, 
with rapid clinical imprgvement in three or four days 
(Freyche, 1950), as well as by the oral route (Pijoan et 
alii, 1950). 

Pulmonary infections of all types, including pneumonias 
of different etiology, have been a potent cause of death 
among Australian aborigines and among natives through- 
out the Pacific generally. Penicillin and aureomycin are 
remarkably effective in the primary and secondary bacterial 
pneumonias; aureomycin is also effective in primary 
atypical virus pneumonia and possibly in influenza. As 
Smadel .(1951) points out, however, it is difficult to 
differentiate between the role of viruses and bacteria in 
certain pulmonary infections, and he cites a recent out- 
break of proved influenza (virus A) amongst Eskimos in 
the Canadian Arctic, where 16 out of 90 died before the 
arrival of a clinical unit with penicillin. Once penicillin 
became available, the mortality ceased. 

Corkill (1951) recently reported an epidemic of smallpox 
in Jiddah, where treatment with antibiotics was adopted, 
especially with the idea of eliminating secondary bacterial 
infection. Procaine penicillin G (600,000 units once daily) 
and streptomycin (0:5 gramme twice daily) were given 
until the lesions were dry. Patients so treated got over 
the secondary fever stage without much difficulty, and the 
relative absence of pus made nursing less offensive. Many 
vesicles appeared to abort, especially those on the legs. 
The case mortality, the incidence of serious sequele and 
the duration of convalescence were all reduced. In addition, 
five out of five unvaccinated patients with confluent small- 
pox, who received 1:5 to 2:0 grammes of aureomycin daily 
for two or three days, recovered. 


II. RicKETTSIAL DISEASES. 


The rickettsial diseases known to occur in Australia. 


include mite, tick, flea-borne typhus and “Q” fever caused 
by Rickettsia burneti, which was for the first time described 
in this country in the classical papers of Derrick (1937) 
and of Burnet and Freeman (1937). All respond :satis- 
factorily to chloramphenicol (“Chloromycetin”), whether 
manufactured by the vat process or by synthesis. 

Smadel and Jackson (1947) first showed that chlor- 
amphenicol possessed marked therapeutic activity against 
experimental rickettsial infections. Clinical trials with 
chloramphenicol against epidemic louse-borne typhus in 
Bolivia (Payne et alii, 1948) and against flea-borne murine 
typhus in Mexico (Smadel et alii, 1948a) soon followed and 
showed such promise that arrangements were made for an 
American army research team to investigate mite typhus 
in Malaya, working with Lewthwaite at Kuala Lumpur 
(Smadel et alii, 1948b). 


Scrub or Mite Typhus. 
Therapy. 
The first patient with scrub or mite typhus who received 
chloramphenicol orally responded dramatically, the tem- 
perature coming down by crisis within twenty hours of 


the commencement of therapy. Rickettsi# were recovered 
from the blood by animal inoculation up to thirty hours 
after treatment started, at a time when the patient was 
afebrile. This patient received treatment for five days, but 
later it was found that a dosage of five or six grammes over 
a period of twenty-four hours was effective, and later still 
that one single oral dose of four grammes proved adequate. 

In their first series of 30 cases treatment was begun 
on the average during the sixth day; the fever disappeared 
in some thirty hours and there were no relapses, no com- 
plications and no deaths. Since then, Smadel (1950c) has 
reported that there have been no deathg amongst 100 
patients with scrub typhus treated in Malaya with chlor- 
amphenicol, whereas the mortality rate in untreated 
patients varied from 5% to 10%. Relapses were not 
encountered in hospital patients naturally infected with 
Rickettsia orientalis who received treatment on an average 
of 7:1 days after fever commenced; they were observed, 
however, in many infected volunteers who were treated 
during the first few days of fever (average 3-4 days). For 
this reason Smadel (1951) has suggested the advisability 
of giving a second dose of four grammes of chloramphenicol 
seven days after the initial treatment, especially when 
this has been instituted early in the disease. 


Chemoprophylazis. 

Smadel (1950a) also found that chloramphenicol given 
in daily oral doses of one gramme to volunteers during nine 
days of exposure in a hyperendemic area, and for twelve 
days thereafter, completely suppressed rickettsial infection 
throughout the period of drug administration and for about 
a week after the last dose had been given. Ultimately the 
incidence of infection in those receiving chloramphenicol 
prophylactically was about the same as the control group, 
in which the disease naturally appeared earlier. This par- 
ticular prophylactic régime neither prevented nor eradi- 
cated infection; it merely suppressed it. However, when 
chloramphenicol was given over a longer period in oral 
doses of four grammes once weekly for four to six weeks 
after exposure, complete suppression and radical cure were 
obtained. 

In discussing the mode of action of chloramphenicol in 
scrub typhus, Smadel pointed out that viable rickettsie 
continued to circulate in the blood of patients after treat- 
ment was begun, and also in ambulatory volunteers during 
their early course of chemoprophylaxis. Chloramphenicol 
does not cure the patient in the sense that it destroys the 
rickettsie; instead it suppresses the multiplication of the 
organism while the patient develops his own immunity to 
the infection. Similarly, in the prophylactic experiments 
the more prolonged régime of four to six weeks’ duration 
facilitated the development of an antirickettsial immunity 
response of sufficient intensity to eradicate the disease. 
In other words, the drug is rickettsiostatic in action, not 
rickettsiocidal (Smadel, 1950b, 1951). 

Chloramphenicol, aureomycin and terramycin have all 
proved of value in the treatment of scrub typhus, their 
relative merit being in the order listed. Preference for 
chloramphenicol over aureomycin is based on the lack 
of untoward side effects; terramycin is somewhat slower 
in action in some instances and frequently produces 


vomiting (Bailey, Ley et alii, 1951). 


Other Rickettsial Diseases. 

In other rickettsial diseases, chloramphenicol, aureo- 
mycin and terramycin appear almost as effective as in 
scrub typhus. The therapeutic response to tick-borne Rocky 
Mountain spotted fever is similar, only the temperature 
takes about three days to subside, while the responses of 
louse-borne epidemic typhus and flea-borne murine typhus 
are intermediate between those of scrub typhus and Rocky 
Mountain spotted fever. “Q” fever and rickettsial pox 
appear also to respond satisfactorily (Smadel, 1951). 

The question of drug dosage in these rickettsial diseases 
is simple. Three grammes should be administered orally 
each day in divided doses until the temperature is normal. 
With chloramphenicol a loading dose of three grammes 
is usually adopted. Should a recrudescence of the disease 
occur, another course should be given (Smadel, 1951). 
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Comment. 


Approximately 20,000 Allied troops contracted scrub 
typhus in South-East Asia and the South-West Pacific 
during World War II, when the mortality rate was approxi- 
oa 7% to 10%, varying in different areas from ni] to 

The discovery of chloramphenicol, aureomycin and terra- 
mycin means that in similar campaigns the mortality from 
this dreaded disease should be negligible. It is unlikely, 
however, that chemoprophylaxis will prove a_ practical 
proposition for a force operating indefinitely in tropical 
areas where scrub typhus is endemic. No effective ric- 
kettsial vaccine for prophylactic purposes has yet been 
discovered for this disease, and until this becomes available 
anti-mite measures, such as the treatment of clothing with 
mite repellents like dibutyl-phthalate, will remain neces- 
sary. 

III. BAcTeRIAL DISEASES. 
Bacillary Dysentery (Shigellosis). 


Some of us still remember the ravages of the “bloody 
flux” in World War I. In Gallipoli, for example, it 
accounted for a high proportion of the 120,000 casualties 
evacuated from there in three months; the mortality rate 
then varied from 2:7% to 5:0%, while the average stay in 
hospital equalled seventy-five days. We started World 
War II in much the same position, except that mechaniza- 
tion had largely replaced horses, and in consequence the 
fly menace was considerably reduced. 


Sulphonamides. 

In 1940 Marshall and his team (1940) described the 
chemical constitution and pharmacological properties of 
sulphaguanidine and suggested its use in bowel infections, 
including bacillary dysentery. Early in 1941 Dr. E. K. 
Marshall sent 30 pounds of sulphaguanidine to Lieutenant- 
Colonel G. A. H. Buttle in the Middle East. At the time 
Fairley and Boyd (1942) were investigating the value of a 
monovalent highly concentrated antiserum against Shiga 
dysentery with disappointing results; in vivid contrast to 
this the striking therapeutic response to sulphaguanidine 
immediately convinced us that the drug was a specific 
cure for Shiga dysentery as well as for Shigella dysenteries 
of the Flexner-Boyd group. Subacute and chronic infections 
with colonic ulcers, which had been under sigmoidoscopic 
observation for one to six months, also responded rapidly, 
the ulcers healing in dramatic fashion in about ten days. 

Owing to the necessity for identification of the specific 
organism, it was generally necessary to withhold treatment 
with the drug until the third or fourth day of the disease 
in the initial series. As anticipated, later experience in 
Egypt, New Guinea and elsewhere showed that when 
sulphaguanidine was given sufficiently early, the disease 
was practically aborted; multiplication of dysentery bacilli 
was terminated before the colonic mucosa was seriously 
damaged, convalescence was correspondingly shortened and 
most infected troops were cured without needing to be 
evacuated from the forward areas. In New Guinea the 
case mortality rate for the last 10,000 cases of dysentery 
and diarrhea was 0:5 per 1000. Dramatic evidence of its 
value from a military viewpoint was obtained during the 
fierce to-and-fro fighting over the Owen-Stanley Ranges on 
the Kokoda trail in 1942, when a severe epidemic of 
dysentery broke out among Australian troops. The prompt 
action of Brigadier W. W. S. Johnston, Colonel E. Ford and 
others in getting available supplies of sulphaguanidine 
from Australia to the forward area, and treating all men 
with diarrhea immediately on their arrival at the regi- 
mental aid posts, terminated the epidemic in about ten 
days, and by so doing possibly saved Port Moresby. As 
was reported by Hill (1946), sulphaguanidine supplied 
from Australia became available in quantity in Burma in 
September, 1944, and the subsequent results completely con- 
firmed those obtained in the South-West Pacific. From a 
military viewpoint the outstanding merit of sulphaguani- 
dine was not only its therapeutic effectiveness, but its 
absolute safety for use by troops not under medical super- 
vision in the forward areas and during desert and jungle 


fighting. 


The foresight of Major-General S. R. Burston in immedi- 
ately obtaining supplies of sulphaguanidine from the United 
States of America in 1941, while still in the Middle East, 
and his subsequent action along with that of the late Sir 
Alan Newton in advising the manufacture of sulpha- 
guanidine in Australia were of paramount importance not 
only in the New Guinea campaigns of 1942-1943, but also 
in the fighting in Burma in 1944-1945. 

The sulphonamide drugs have undoubtedly revolutionized 
the treatment of dysentery, but opinion differs as to 
which is the sulphonamide of choice. During the war the 
British and Australian authorities preferred sulpha- 
guanidine, whereas the United States of America employed 
sulphadiazine. Two main groups are available: (i) those 
like sulphaguanidine, sulphasuxidine and phthalylsulpha- 
thiazole, which are less readily or poorly absorbed and 
which act mainly, if not entirely, within the lumen of the 
bowel; and (ii) those like sulphadiazine, sulphamerazine, 
sulphamethazine and sulphathiazole, which are readily 
absorbed and exert their effect through the blood level 
achieved. 

The poorly absorbed sulphonamides (group (i)) are 
less active and have to be given in the larger dosage of 20 
grammes daily for sulphaguanidine and sulphasuxidine, 
and eight grammes daily for phthalylsulphathiazole, 
whereas with the more readily absorbed sulphadiazine 
four grammes daily suffice. On the other hand, the readily 
absorbed sulphonamides (group (ii)) are much more toxic, 
and with the possible exception of sulphamethazine may 
produce renal blockage and anuria in dehydrated patients. 

Considering the extremely low mortality from Shiga 
dysentery achieved in the Australian Military Forces, | 
would again advocate the use of a poorly absorbed sulphon- 
amide under conditions of desert or jungle warfare. 
American opinion favours sulphasuxidine in preference to 
sulphaguanidine, which remains popular in England, while 
phthalylsulphathiazole has its advocates on account of 
both its effectiveness and its lower dosage. In the treat- 
ment of dysentery in non-tropical countries and in modern 
hospitals in the tropics, where dehydration can be readily 
combated, a strong case can be made for the use of sulpha- 
diazine or other well-absorbed sulphonamides, on the 
grounds both of economy and of their curative action in 
acute and chronic dysentery and in carriers. However, 
careful observation of the fluid intake and output is always 
necessary—especially in severer cases. 


Antibiotics. 

It is too early to assess the value of antibiotics in the 
treatment of either acute bacillary dysentery or the chronic 
carrier, but chloramphenicol, aureomycin and terramycin 
all appear promising. By means of in vitro sensitivity 
tests, both chloramphenicol and aureomycin have been 
shown to be active against most strains of Shigella phra- 
dysenteria (Sonne). Mazursky (1950) claimed good results 
with chloramphenicol in three acute cases of Sonne dysen- 
tery. Ross et alii (1950) successfully treated 35 children 
with shigella enteritis with chloramphenicol; they also 
employed aureomycin effectively in eight cases of shigel- 
losis, though insufficient time had elapsed for follow-up 
purposes. 

Recently, Sime and Cameron (1951) investigated and 
treated a small outbreak of dysentery (Shigella flexneri 
type) occurring in a mental ward. The three patients with 
acute dysentery were clinically cured by sulphaguanidine; 
four out of five symptomless carriers responded success- 
fully to the same drug, but the fifth, who proved resistant 
to various sulphonamides for nineteen months, was finally 
radically cured by 12 grammes of chloramphenicol adminis- 
tered in five days. The sulphonamides used for treatment 
included sulphaguanidine, sulphathiazole, sulphadimidine 
and sulphadiazine. 

Long (1951) summarizes the position by stating that 
while aureomycin, chloramphenicol or terramycin is 
effective in shigella dysentery, sulphadiazine and sulpha- 
methazine are also effective and much cheaper. The major 
role of chloramphenicol and other antibiotics may ulti- 
mately be in the elimination of carriers resistant to 
sulphonamides and other drugs. 
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Typhoid and Paratyphoid Fevers. 

When Woodward, Smadel et alii (1948) were treating 
patients with chloramphenicol in Malaya for suspected 
scrub typhus, two proved to have typhoid fever; as they 
had both responded satisfactorily to treatment, investiga- 
tions in typhoid therapy were instituted. After the adminis- 
tration of chloramphenicol the temperature generally fell 
by lysis after three to five days; by this time, the head- 
ache, cough and toxemia had ameliorated and rose spots 
had disappeared. Convalescence was usually rapid. Blood 
culture showed that Salmonella typhi disappeared within 
twenty-four hours and was not again found except in fatal 
or relapsing cases (Woodward, Smadel et alii, 1948, 1950). 
In Egypt, Cook and Marmion (1949) reported similar thera- 
peutic results in an outbreak of typhoid in British troops. 


Dosage Régimes. 

Different therapeutic dosage régimes have been adopted 
in typhoid, and the most satisfactory has yet to be deter- 
mined, since a course of treatment effective with one strain 
of Salmonella typhi is not necessarily suitable for another. 
When short courses lasting eight days or less were given, 
more than half of the Malayan patients relapsed; when 
treatment was more prolonged (nine to twenty-three days), 
relapses were absent. 

The provisional course now advised by Smadel et alii 
(1950) is a loading dose of three to four grammes of chlor- 
amphenicol followed by 1:5 gramme doses given every 
twelve hours during the febrile period; this is followed by 
single daily doses of 1-5 grammes for seven days, and 
thereafter one gramme daily until the fourteenth day of 
treatment. For Europeans I prefer a loading dose of three 
grammes of chloramphenicol followed by one gramme (four 
capsules) every eight hours until the temperature has been 
normal for two days, followed by 0-75 gramme (three cap- 
sules) every eight hours until the fourteenth day of 
treatment. 

Relapse. 

In a personal communication, Major D. E. Marmion, 
R.A.M.C. (1951), has recently informed me that with the 
use of a similar course to that of Smadel there has been 
a high incidence of relapse in his later cases in Egypt. 
Certain undesirable side-effects of chloramphenicol have 
also been encountered, especially in severe cases in which 
an exacerbation of toxemic symptoms sometimes followed 
chloramphenicol therapy. This probably represents a type 
of Herxheimer reaction due to liberation of endotoxin as 
suggested by Galpine (1949). Lewthwaite (1951) also 
stresses this danger, especially in severe infections treated 
with a heavy loading dose during the third or fourth 
week; it seems best to avoid a heavy loading dose in such 
eases and to give smaller doses at frequent intervals. 

During prolonged chloramphenicol therapy the reported 

diréct or indirect toxic effects, though not generally severe, 
include dry mouth, objectionable taste, nausea, vomiting, 
skin rashes, drug fever, stomatitis, glossitis, cheilosis, 
dysphagia, proctitis and vaginitis. 
diet with vitamins, especially those of the B complex, 
should always be instituted along with treatment with this 
drug. 
If patients treated with chloramphenicol relapse, they 
generally do so about nine to fourteen days after the last 
dose. In Marmion’s series of 272 soldiers treated in Egypt, 
28% had one relapse, 23% had a second relapse and 0-4% 
a third. Those treated early in the disease appeared to 
relapse more frequently than those treated later. Shorten- 
ing of the pyrexial period early in the disease appeared to 
limit the development of full immunity. To test this 
theory, Marmion (1951) gave two short courses of chlor- 
amphenicol interrupted by an interval of seven days, 
combining it with 0-02 cubic centimetre of phenolized 
“T.A.B.” vaccine injected subcutaneously for the first ten 
days. The control series of subjects, who received similar 
interrupted chloramphenicol therapy but no _ vaccine, 
showed a relapse rate of 42-3%, whereas the combined chlor- 
amphenicol and vaccine-treated group showed only a 4:8% 
relapse rate. 

The balance of evidence points to chloramphenicol 
exerting a bacteriostatic rather than a bactericidal action 


Reinforcement of the - 


in typhoid fever, radical cure being achieved through the 
drug suppressing the infection and so affording the host 
time to develop an immunity response of sufficient intensity 
to eradicate the disease. 


Complications in Treated Cases. 

Chloramphenicol therapy reduces but does not eliminate 
complications. When this is instituted early before irrever- 
sible tissue damage has occurred, complications are infre- 
quent, whereas if treatment is delayed ulcers form and 
hemorrhage or perforation may occur. After perforation 
the classical signs of developing peritonitis are less evident 
owing to the antibacterial effects of the antibiotic. In 
Smadel’s series, in three out of 44 cases perforation 
occurred; two patients in whom perforation occurred on 
the twenty-first day of the disease recovered under chlor- 
amphenicol treatment, and one died on the eighteenth day 
after four days’ treatment from perforation of the ileum, 
intestinal hemorrhage and bronchopneumonia (Smadel, 
Bailey and Lewthwaite, 1950). 

Conservative treatment of perforation by chloramphenicol 
alone or in combination with gastric suction, intravenous 
medication and other antibiotics has proved successful in 
many instances, and is probably associated with a lower 
mortality than operative intervention, though this may 
still be necessary. 

According to Marmion (1951), deficiencies of water and 
of chloride are the commonest and most important com- 
plications, and require prompt diagnosis and treatment; 
sweating in hot climates, diarrhea and vomiting are factors 
in their production. Phlebitis, respiratory infections, 
pyelitis, typhoid osteitis and other complications occasion- 
ally occur; jaundice and cholecystitis are rare. 


Typhoid Carriers. 


In the past, about 11% of typhoid patients have become 
temporary or convalescent carriers—that is, up to three 
months—and some 3-3% permanent or chronic carriers. 

Convalescent Carriers.—Though typhoid bacilli disappear 
from the feces and urine within a few days of the com- 
mencement of chloramphenicol therapy, they often reappear 
during the next few weeks. In one of my patients, who 
had received 53 grammes of chloramphenicol between the 
thirteenth and thirty-first days, typhoid organisms were 
demonstrated in the stools on the forty-fourth and forty- 
eighth days. During the next eighteen days another 42 
grammes were given; subsequently cultural examinations 
of the stools and urine gave negative results on seven con- 
secutive occasions. This has been commonly noted in 
convalescent carriers treated adequately with chlor- 
amphenicol. 

Chronic Typhoid Carriers—The number of chronic 
carriers reported after chloramphenicol therapy has not 
been large, but they do occur. Chloramphenicol proved of 
no value in Malaya or elsewhere in radically curing the 
chronic typhoid carrier, for though Salmonella typhi dis- 
appeared from the bile during treatment, it reappeared 
when therapy ceased (Smadel, 1950). In my experience, 
when gall-stones are present or the gall-bladder is diseased 
in either typhoid or paratyphoid carriers, cholecystectomy 
should be done; subsequently chloramphenicol may be used 
successfully to eliminate residual infection. 


Recently I had a contact carrier of Salmonella paratyphi 
B; the carrier state was of many years’ duration, and intense 
chloramphenicol treatment proved useless. At operation gall- 
stones and the gall-bladder were removed and paratyphoid 
organisms were isolated from both the wall of the gall- 
bladder and the centre of a gall-stone. The stools still 
yielded a culture of organisms after operation, but subsequent 
chloramphenicol treatment produced radical cure. 

In contrast with this case may be cited that of a female 
typhoid carrier who contracted typhoid in Poland in 1939; 
she suffered from subacute cholecystitis with radiological 
evidence of this disease. In June, 1949, she was given 27 
grammes of chloramphenicol in 17 days; as Salmonella 
typhi persisted in the stools, a course of aureomycin was 
given, which was similarly unsuccessful. She refused opera- 
tion and remains a menace to the community. 

Cholecystitis appears to be a rare complication in chlor- 
amphenicol-treated patients, and perhaps this is the reason 
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why chronic carriers have not been more commonly 
observed. Such a finding is not altogether unexpected, 
since chloramphenicol is excreted in the bile. For urinary 
carriers chloramphenicol appears valuable, though several 
treatments may be necessary to eliminate the infection. 


Mortality. 

In the past the mortality rate has varied considerably in 
different outbreaks—probably averaging about 10% and 
varying from 5% to 25% in different outbreaks. During 
the first World War the mortality rate amongst military 
patients in Egypt was recorded as 6:06% in 1916, 23-0% 
in 1917, and 41:0% in 1918 (Torrans, 1922). Since the 
introduction of chloramphenicol, Morin (1950), reviewing 
528 cases in French literature, reports 28 deaths, a mor- 
tality rate of 56%. Smadel had one death in 44 patients, 
Marmion three deaths in 300 soldiers (1%), while 
Benhamou et alii (1950) had a death rate of 2% in their 
last 100 cases. Undoubtedly ‘the use of chloramphenicol is 
leading to a considerable reduction in the death rate. 


Paratyphoid Fevers. 

Though a few authors have considered that paratyphoid 
infection responds more slowly than typhoid to chlor- 
amphenicol therapy, most workers find no difference. In 
29 cases of paratyphoid treated by Marmion (1951), the 
relapse rate was 13-°3% and the mortality nil. 


Comment. 

Chloramphenicol treatment, if instituted reasonably early 
and in appropriate dosage, will materially shorten the 
course of typhoid fever, decrease the risk of complications 
and lower the mortality rate to 2% or less. In some out- 
breaks relapses are frequent; under these circumstances 
interrupted chloramphenicol treatment combined with a 
small daily injection of “T.A.B.” vaccine appears to be 
indicated in order to stimulate antibody production 
(Marmion, 1951). 

Chronic typhoid carriers excreting Salmonella typhi in 
the feces are not cured by chloramphenicol. When they 
show clinical and/or radiological evidence of cholecystitis 
or gall-stones, cholecystectomy should be performed; sub- 
sequent drug treatment will probably then be successful. 

From a hospital and public health viewpoint, early sus- 
tained treatment with chloramphenicol should reduce the 
risk of infection through the excreta, but will not eliminate 
it; isolation and other precautions must be still adopted. 
Inoculation with “T.A.B.” vaccine remains essential for 
those exposed to the risk of infection, especially people 
going to the tropics and subtropics and members of the 
armed forces. 


Brucellosis (Undulant Fever). 

Brucellosis in man results from infection with Brucella 
melitensis conveyed in goat’s milk, or bovine and porcine 
strains of Brucella abortus. 

- Although chloramphenicol and terramycin are effective 
therapeutic agents, aureomycin in full dosage is probably 
the antibiotic of choice for the treatment of both acute 
and chronic undulant fever (Long, 1951). In acute infec- 
tions treated with either chloramphenicol or aureomycin 
the temperature generally becomes normal within three 


days; in chronic cases the results may be less dramatic, 


though partial or complete relief of symptoms occurs in the 
majority. 

Positive blood cultures are not infrequently obtained 
after clinical cure is established; it would appear that as 
in other bacterial infections, the action of these antibiotics 
in brucellosis is bacteriostatic rather than bactericidal. 


Granuloma Inguinale (Uicerating Granuloma of the 
Pudenda). 

Granuloma inguinale occurs amongst the Australian 
aborigines and in New Guinea and adjacent islands. 
Streptomycin, aureomycin, chloramphenicol and terramycin 
have all been reported of value; chloramphenicol is prob- 
ably the drug of choice, since it is less toxic than aureo- 
mycin (Willcox, 1951). 


Leprosy (Hansen's Disease). 

Though Europeans rarely contract leprosy in Australia, 
there are lepers amongst the aborigines in the north, as 
well as in the population of New Guinea and adjacent 
islands; for these reasons the advent of diaminodiphenyl- 
sulphone therapy must be most welcome. 


Sulphone Compounds. 

The more complex sulphone compounds “Promin”, 
“Sulphetrone” and “Diasone” appear to be dependent for 
their therapeutic activity on their content in diaminodi- 
phenylsulphone (D.D.S. or D.A.D.P.S.), which determines 
the appropriate dosage of the compound concerned 
(Cochrane et alii, 1949). “Promin” contains 31:8% of 
D.D.S. and is effective therapeutically in leprosy, but the 
necessity for daily intravenous injections precludes its 
general use. “Diasone” contains 55°4% of D.D.S. and is 
effective therapeutically when given by the oral route. 

“Sulphetrone”, which was first made in 1936, contains 
278% of D.D.S. Wharton (1947) found it to be effective in 
lepromatous leprosy when given orally. It is generally 
regarded as the sulphone which shows minimal toxic effects. 
The dosage advocated is one gramme per day for the first 
week, two grammes per day for the second week, and 
three grammes per day thereafter, provided no untoward 
symptoms develop. 

Cochrane (1951) now advises the use of a 50% aqueous 
solution of “Sulphetrone” given by parenteral injection, 
commencing with one millilitre twice a week and increasing 
by one millilitre per week until a dose of three millilitres 
twice a week is reached—that is, a total of three grammes 
per week. When injected it has less tendency to produce 
anemia than when given orally and is only slightly toxic; 
in both these respects it is superior to D.D.S. given orally 
and other sulphone compounds. 


Diaminodiphenylsulphone (D.D.8.). 

D.D.S. was first synthesized by Fromm and Wittmann 
(1908), and many years later was found to inhibit the 
growth of human and avian tubercle bacilli in culture. 
After clinical trial in tuberculosis it was discarded as 
too toxic for use in man. Cochrane et alii (1949) gave a 
25% solution of D.D.S. in arachis oil subcutaneously, but 
also concluded that the drug was too toxic for general 
use. Later, Lowe (1950) reported extensive trials in 
Africa of D.D.S. given by mouth. 

Unlike “Diasone” and “Sulphetrone’’, D.D.S. given orally 
is almost completely absorbed in the alimentary tract. 
Treatment is started slowly, with 100 milligrammes per 
day for two to four weeks, followed by 200 milligrammes 
per day for another two to four weeks ,and finally a maxi- 
mum dose of 300 milligrammes per day can be given. 
Clinical improvement is usually obvious within a few 
months. Tuberculoid leprosy responds more rapidly than 
lepromatous leprosy, which may take four years to become 
bacteriologically “negative”. Lowe states that the results 
compare favourably with oral therapy with sulphetrone 
and “Diasone”’, that toxic side-effects such as lepra 
reactions, erythema nodosum leprosum and anemia are no 
more frequent, and that the drug is much cheaper. 
Cochrane (1951) points out that though D.D.S. is cheaper, 
ferrous sulphate and yeast have to be given to control the 
anemia, and that great care is necessary to stabilize the 
patient in order to avoid toxic reactions. He advises 
restricting treatment to lepromatous leprosy and to tuber- 
culoid leprosy under carefully controlled conditions, but 
would withhold it from patients with ordinary neural 
leprosy. He emphasizes that in lepromatous leprosy bac- 
teriological improvement is very slow and that even after 
the bacilli show beaded granules and acid-fast dust forms, 
Mycobacterium lepre may remain viable and relapses occur, 


Comment. 

Though the ideal drug for the cure of leprosy has not yet 
been discovered, undoubtedly the sulphones and D.D.S. 
are a great advance on previous forms of therapy. Their 
greatest value is in lepromatous leprosy, in which nodular 
lesions disappear and the dread complications of blindness 
and laryngeal stenosis are avoided. After some years of 
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consistent treatment there is now a reasonable prospect of 
a leprosy patient being rendered bacteriologically “sterile” 
and of returning home as an ordinary member of society, 
free from the risk of transmitting leprosy to his children 
or to other members of the community. 


IV. SprrocH2TAL INFECTIONS. 
Leptospirosis. 

Johnson (1950) has recently reviewed the Australian 
leptospiroses. These comprise classical Weil’s disease due 
to Leptospira icterohamorrhagie, two canefield types 
causing disease of moderate severity, Leptospira australis 
A and Leptospira australis B (pyrogenes) and two mild 
types, Leptospira pomona and Leptospira mitis. 

The standard treatment of Weil’s disease, which has a 
general case mortality of 20%, consists of large doses of 
antileptospiral serum given at the earliest: possible moment; 
it is of proved value only when given within five days of 
illness. Penicillin has not lowered the death rate in Weil’s 
disease in England, which is surprising, as most clinicians 
report a marked improvement with penicillin treatment 
(Broom, 1951). This is possibly because it has not been 
given in sufficiently large dosage during the first four or 
five days, at a time when leptospire are still in the blood- 
stream and before irreversible damage has been done to the 
kidneys, liver and other tissues. In Broom’s series, four 
out of five patients treated with streptomycin, two out of 
three patients treated with aureomycin, and two out of two 
patients treated with chloramphenicol recovered. 

Long (1951) states that aureomycin is the antibiotic of 
choice for treating leptospiral infections. The few pub- 
lished cases of seriously ill patients suffering from Weil’s 
disease who have been treated with aureomycin support 
this view (Brainerd et alii, 1949; Lurie, 1949; Batchelor 
and Todd, 1950). No conclusions, however, can be drawn 
from such a small number of cases. 


Yaws. 


Yaws affects both the Australian aborigines and natives 
in New Guinea. Penicillin G is regarded as the drug of 
choice, not only for the treatment of yaws, but for syphilis, 
pinta and bejel as well. Yaws also responds satisfactorily 
to organic arsenicals, and recent reports indicate that 
aureomycin is also effective in primary, in secondary and 
to some extent in tertiary yaws. Loughlin et alii (1951) 
state that the healing responses and the clearing of 
secondary infections with 10 grammes of aureomycin given 
in five days are as rapid and marked as with massive 
doses of penicillin. More time is required to estimate the 
end results of treatment both clinically and serologically 
before the real value of aureomycin therapy can be assessed 
in this disease. 

Tropical Ulcer. 

A striking advance in therapy is the response of phaga- 

denic tropical ulcer to aureomycin. Though doubt still 


remains regarding the etiological role of dietary deficiency - 


and spirochetes in this disease, pus containing spirochetes, 
fusiform bacilli and other organisms rapidly disappears, 
and ulcers which have failed to respond to other treatment 
dramatically heal after the administration of aureomycin. 


V. ProrozoaAL DISEASES. 
Malaria. 


During the past decade we have learnt how to use and 
when not to use the older antimalarial drugs like quinine, 
pamaquin and mepacrine. 

Several potent antimalarial drugs have been discovered 
or rediscovered and their therapeutic activity worked out 
with considerable exactitude. Proguanil is unique amongst 
these owing to its true causal prophylactic action in 
falciparum malaria, its partial causal prophylactic effect 
in vivax malaria, and its polyvalent gametocidal properties 
exerted in the stomach of the mosquito. Chloroquine is 
the best schizonticide yet discovered; it is of great value 
both as a schizonticidal suppressant administered once a 
week and in treatment of the overt attack; quite recently 
it has been given with promising results by the intravenous 
‘drip method in cerebral malaria. 


For the radical cure of benign tertian malaria iso- 
pentaquine and primaquine given in combination with 
quinine appear superior to pamaquin or pentaquine. Their 
action as gametocides in falciparum malaria has not yet 
been investigated, so pamaquin retains its priority in this 
respect. 

As I am dealing exclusively with malaria in the 
McCallum Memorial Lecture, no attempt will be made to 
review the chemotherapy of this disease in the present 
lecture. 


Ameebiasis. 

For several decades it has been known that emetine 
hydrochloride given parenterally in adequate dosage 
generally kills Entameba histolytica in metastatic ameebic 
lesions, and produces clinical, but not necessarily radical, 
cure in amebic dysentery. 


Intestinal Amebiasis. 


When cysts are present in the feces, radical cure of 
intestinal amebiasis is best attained by a full course of 
emetine-bismuth-iodide therapy. 

Antibiotics.—Initial penicillin and sulphonamide therapy, 
which was first advocated by Hargreaves (1945) during 
the second World War to cure refractory chronic amebic 
dysentery, has proved disappointing. It is preferably 
reserved for those rare infections which have failed to 
respond to antiamebic drugs, and in which persistent fever 
and leucocytosis suggest superimposed bacterial infection. 
More recently bacitracin, aureomycin and terramycin, all 
of which exert a profound effect on the bacterial flora of 
the entero-colon, have been stated to be effective thera- 
peutically in amebiasis (Most et alii, 1950). American 
workers report that amebic dysentery can be clinically 
cured by the administration of 80,000 units of bacitracin or 
two grammes of aureomycin per day for ten days. The 
cure rate in latent and active amebic infection with baci- 
tracin is reported to be approximately 60% and with aureo- 
mycin 85%. “Chloromycetin” proved ineffective; it failed 
to cure six out of six patients with amebiasis (Most et 
alii, 1950). More recently terramycin was found to be 
highly active against Entameba histolytica both in culture 
and in man. The optimum dosage advocated was two 
grammes per day for ten days for adults, and one gramme 
per day for children (Most, 1951). Other amebe, including 
Entameba coli, Endolimax nana and Iodameba biitschiii,. 
disappeared during therapy, but not intestinal flagellates 
or helminths. The major action of these antibiotics is 
probably on the associated bacteria rather than on 
Entamebea histolytica itself, although a direct action on 
ameebe is stated to have been demonstrated (Most, 1951). 
While these antibiotics produce clinical cure in acute and 
chronic ameebic dysentery and lead to the disappearance 
of vegetative and cyst forms of Entameba histolytica from 
the stools, many patients relapse later; it will take time 
to determine the best dosage régime and to assess the 
percentage of radical cures among those who have not 
been reexposed to infection. é 

Metastatic Amebiasis—Chloroquine, which is mildly 
amebicidal, is rapidly absorbed after oral administration 
and so attains only a small concentration in the lumen of 
the bowel. It is selectively stored in the liver, the lungs 
and the kidneys, where it attains a concentration several 
hundred times that of the blood plasma. After chloroquine 
treatment Conan (1948) found that 15 out of 28 patients 
suffering from intestinal amebiasis were clinically cured, 
while in six patients suffering from amebic hepatitis the 
liver rapidly decreased in size, all symptoms disappearing 
within a few days of the commencement of chloroquine 
treatment. Murgatroyd and Kent (1948) later recorded 
the history of a patient who had a sinus leading from a 
chronic liver abscess, which for a long period had resisted 
emetine and other drug treatment. After a full course of 
chloroquine the fever subsided and vegetative forms of 
Entameba histolytica disappeared from the sinus; by the 
twelfth day the discharge had ceased and the wound had 
healed. 

I have repeatedly confirmed the value of chloroquine in 
ameebic involvement of the liver. In large liver abscesses, 
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however, aspiration is still advisable, and when secondary 
bacterial infection has occurred, incision and drainage 
remain necessary, despite combined aureomycin and chloro- 
quine therapy. 

Conan et alii (1950) have also reported the histories of 
two patients with amebic hepatitis who developed purulent 
pleural effusions on the right side. Both cleared up 
dramatically with chloroquine’ therapy. The course 
advocated by Conan consists of 0-6 gramme (base) for the 
first two days followed by 0-3 gramme (base) daily for 
two to four weeks. Should nausea, headache, disturbances 
of accommodation, pruritus or sleepiness prove troublesome, 
the dosage can be decreased. 

Comment.—Chloroquine is undoubtedly a very valuable 
drug for metastatic amebiasis, but it generally fails to 
eradicate Entameba histolytica in the gut, owing to the 
low concentration of the drug attained there. It is always 
advisable to follow up chloroquine therapy with a course 
of emetine-bismuth-iodide or other specific treatment 
designed to eradicate the intestinal infection and avoid 
risk of a recurrence. 


VI. HELMINTHIC DISEASES. 
Filariasis. 

Filariasis due to Wuchereria bancrofti is of special 
interest owing to its historical association with the name 
of Bancroft. The disease is endemic in parts of northern 
Australia, New Guinea and adjacent islands. Until 1946 
the only compounds known to act in filariasis were certain 
antimony and arsenic compounds. Culbertson (1947) 
observed that the pentavalent antimony compounds, par- 
ticularly ‘“Neostibosan”, killed the adult worms of 
Wuchereria bancrofti, but had no action on microfilarie. 
About the same time Hewitt et alii (1947) reported that a 
certain piperazine derivative, ‘“Hetrazan’ 
had a powerful action against filariasis in cotton rats and 
dogs. When doses as low as three milligrammes per kilo- 
gram were given to cotton rats infected with Litomosoides 
carnii, the microfilarie disappeared from the blood, but the 
action on adult worms was much less marked. “Hetrazan” 
appears to alter the microfilarie which are subsequently 
held up in the liver and destroyed by phagocytes 
(Hawking et alii, 1950). 

Santiago-Stevenson et alii (1947) first treated patients 
suffering from Wuchereria bancrofti infections with 
“Hetrazan”. They reported that within forty-eight hours 
microfilarie had disappeared from the blood in nine cases 
and were greatly reduced in number in the remaining 17. 
The course given consisted of one to two milligrammes 
per kilogram of body weight three times a day by mouth 
for from three to twenty-two days. Unpleasant side-effects 
included mild fever, headache, backache, aching joints, 
malaise, nausea, vomiting, skin rashes, painful nodular 
swelling and pain in the testicles. No reactions were 
sufficiently severe, however, to necessitate stopping treat- 
ment. Some of these symptoms are attributable to toxic 
drug effects; others, such as tender nodular swellings and 
certain skin rashes, are probably due to an anaphylactoid 
reaction following the death of microfilarie and possibly 
adult worms. 

According to later reports, during a fifteen-month follow- 
up by Oliver-Gonzalez et alii (1949), microfilarie did not 
reappear in the blood of patients from which they had 
been removed by “Hetrazan”. This also was the experience 
of Hawking (1950) in a limited number of cases. In 
Filaria loa, which causes Calabar swellings, “Hetrazan” 
undoubtedly kills adult worms. and the occasional focal 
reactions noted in Wuchereria bancrofti as well as the pro- 
longed disappearance of microfilariz, suggest the drug may 
sometimes exert similar lethal effects on adult worms. 
The standard now aimed at in treatment is the administra- 
tion of two milligrammes per kilogram of body weight 
thrice daily by the mouth for three weeks. 

In Australia onchocerciasis affects cattle, not man. This 
is fortunate, as human onchocerciasis is a potent source 
of blindness in both Africa and South America; “Hetrazan” 
does not destroy either the embryos or adult worms in the 
fibrous nodules produced by Onchocerca volvulus in man. 


Bilharziasis (Schistosomiasis). 

All cases of bilharzia disease in Australias with the pos- 
sible exception of the two reported by Nelson (1912), have 
occurred in immigrants (Fairley and Fairley, 1929) or in 
members of the armed forces returning from abroad. 
Troops from the Boer War were infected with Schistosoma 
haematobium in South Africa, members of the First 
Australian Imperial Force in World War I were infected in 
Egypt with Schistosoma haematobium or Schistosoma 
mansoni or both (Lawton, 1917; Fairley, 1919), while per- 
sonnel of the Royal Australian Air Force Airfield Construc- 
tion Squadron contracted Schistosoma japonicum infection 
at Leyte in the Philippines during the second World War 
(Dakin and Connellan, 1947). 


Trivalent Antimony Compounds. 

Potassium or sodium antimony: tartrate given intra- 
venously remains the sheet anchor of treatment. Recent 
pharmacological studies indicate the advisability of giving 
these drugs at daily rather than two-daily intervals when- 
ever possible. A total course of 30 grains should be 
administered unless there are contraindications for its use. 
Two other trivalent antimony drugs, “Fouadin” (stibophen) 
and “Anthiomaline”’, given by intramuscular injection, are 
convenient to use, especially in the treatment of children, 
but are much less effective than tartar emetic given intra- 
venously. Most of the Royal Australian Air Force per- 
sonnel and United States soldiers who developed Asiatic 
schistosomiasis received an initial standard course of 
“Fouadin”, and practically all relapsed later. In the Aus- 
tralian cases Dakin and Connellan (1947) subsequently gave 
six daily injections of tartar emetic intravenously each 
week with excellent results (total course, 30 grains). 


Miracil D (Nilodin). 

During the war German workers discovered that a 
thioxanthone compound, miracil D, was active against 
Schistosoma mansoni in mice and monkeys when given by 
the oral route. Vogel and Minning (1948) found that the 
drug had little action against Schistosoma japonicum. 
Blair et alii (1949) in Southern Rhodesia reported a high 
cure rate in Schistosoma haematobium following a total 
dosage of 60 milligrammes per kilogram. However, the 
drug proved much less effective in Schistosoma mansont 
infections. Using exacting criteria of cure, including micro- 
scopic examination of the urinary sediment, hatching out 
of miracidia from the urine and examination for ova of 
rectal scrapings obtained at proctoscopy, Newsome (1951) 
reported less satisfactory results from Egypt. A dose of 
one gramme was given twice daily for three days and the 
course was repeated at monthly intervals when necessary. 
Only 23 out of 50 patients infected with Schistosoma 
hematobium and eight out of 29 infected with Schistosoma 
mansoni were free from ova when investigated over a 
three-month period. 

Miracil D is the first drug to exert a therapeutic effect 
in any species of human schistosome infection when given 
by the mouth. It frequently produces clinical cure in 
vesical schistosomiasis, and probably the schistosome popu- 
lation is reduced progressively by each subsequent course 
of treatment; the percentage of radical cure has not yet 
been determined. Unfortunately miracil D, though not 
excessively toxic, is a severe gastro-intestinal irritant; my 
last patient referred to it as “that suicide drug”. Unless 
this disadvantage can be overcome it will never become a 
popular drug for mass treatment, even in highly endemic 
areas like Egypt. 


FINAL COMMENTS. 

Perhaps I have given you too optimistic a picture of 
chemotherapy in tropical disease, but I would like to add a 
note of warning concerning the appearance of resistant 
strains of bacteria or protozoa to specific drugs to which 
they have formerly been sensitive. This implies that a 
disease which is readily curable in 1951 may not respond 
at all to identical drug treatment in 1954. 

In malaria, for example, a strain of Plasmodium falci- 
parum was found in the Aitape-Wewak area of New Guinea 
in 1944 for the first time which was relatively resistant to 
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“Atebrin”, though it showed no enhanced resistance to 
either “Paludrine” or chloroquine. Again, strains of falci- 
parum and vivax parasites have been made resistant to 
“Paludrine” by the employment of minimal and suboptimal 
dosage under experimental conditions without manifesting 
any increased resistance to either chloroquine or “Atebrin”. 


In malaria, for which several specific drugs are now 
available, or in typhus, for which several antibiotics like 
chloramphenicol, aureomycin and terramycin appear to be 
almost equally effective, the development of specific resis- 
tance to one drug or one antibiotic is of little moment, 
provided the alternative preparations can be supplied. 
When only one specific drug or antibiotic is available, how- 
ever, a serious therapeutic problem may suddenly be 
presented even in civilian life. 

In time of war these considerations have enhanced sig- 
nificance, especially in the tropics, where failure of medical 
supplies may be fraught with grave consequences. Barly in 
1942, when 252 Australian infantrymen escaped from 
Rabaul into the jungles of New Britain, they managed to 
survive as long as their quinine lasted; within a month of 
exhausting these supplies 50 died from malignant tertian 
malaria. The jungle is an impartial and implacable enemy 
of man; it is never neutral unless it is rendered so by 
human effort, knowledge and intelligence. Under circum- 
stances such as these it may become a formidable ally, as 
it did in New Guinea and elsewhere in the later phases of 
the war. 

Any force of non-immunes confined in tropical jungle and 
bereft of medical supplies indefinitely is doomed. The fate 
of the 19th Japanese Army in the Aitape-Wewak area 
showed that. Some 120,000 men went in; about 10,000 semi- 
starved, disease-riddled specimens of humanity came out. 
It was estimated that approximately 10,000 were killed in 
action, while the remaining 160,000 died of semi-starvation, 
of dietary deficiencies like beriberi, and of tropical diseases 
such as malaria, dysentery, typhus and the like. Episodes 
such as these convey their gruesome lesson, which we 
would do well to remember. 
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THE ENUMERATION OF EOSINOPHILE CELLS: 
ANALYSIS OF ERRORS INVOLVED. 


y Saut WIENER, M.B., 
School of University “Melbourne. 


THE observation of the effect of ACTH on the circulating 
eosinophile cells provides a simple and readily available 
means of assessing adequate dosage and response to ACTH 
therapy (Thorn, 1949). As the reliance which can be 
placed on any technique that depends on the interpretation 
of enumeration data will depend on the confidence one 
has in the method employed, a reliable technique for the 
enumeration of eosinophile cells is of immediate interest. 
The present work is directed towards the problem of 
eosinophile cell counts and an analysis of the statistical 
errors involved. 


The Estimation of Circulating Eosinophile Cells by the 
Direct Method. 

As a result of the uneven distribution of leucocytes in a 
blood film, the estimation of circulating eosinophile céllis 
by a. differential count of a’ stained smear is associated 
with a large error.. Counting more célls reduces this error, 
but the estimation then becomes time-consuming. 

Zappert (1893) -described a diluting fluid containing 
glycerol and eosin with a view to obtaining a more accurate 
and quicker estimation of eosinophile cells by enumerating 
them. directly in a counting chamber. A hypotonic diluting 
fluid: containing acetone and eosin was introduced by 
Bunger (1910): With some modifications this method is 


still used by investigators of the present day (Discombe, 
1946; Thorn et alii, 1948; Recant et alii, 1950). However, 
Randolph (1944) observed that the use of this diluent was 
open to considerable error, and Henneman, Wexler and 
Westenhaver (1949) found that with the Dunger technique 
there occurred a rapid decrease in the eosinophile cell 
count five minutes after dilution. This reduction was the 
result of rapid lysis of the eosinophile cell by the diluting 
fluid. Even when counts are performed almost immediately 
after dilution with Dunger’s fluid often all that remains 
to indicate the site of a lysed eosinophile cell is a deposit 
of eosinophilic granules. 

The disappearance of erythrocytes suspended in aqueous 
glycols (Von Oettingen and Jirouch, 1931) suggested the 
use of such a mixture as a whitecell diluting fluid. It 
has been noted (Randolph and Mallery, 1944) that erythro- 
cytes in 50% propylene glycol solution rapidly assume the 
same density as the suspending medium and thus become 
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Figure I. 
Effect of time after dilution on eosinophile cell count. 
Average of six counts 

relatively non-refractile. However, in very hot weather or 


on evaporation of water the red cells occasionally 
“reappear”, but this “reappearance” phase is rarely 
encountered. (In hot climates it may be preferable to use 
45% instead of 50% propylene glycol solution.) 

Randolph (1943, 1949) used this concentration of propy- 
lene glycol in water as the base of a diluting fluid for the 
direct differential and. total white cell count. It is often 
difficult, however, to distinguish many non-eosinophile 
leucocytes, which tend to assume a faint pink eolour with 
the stain, from those eosinophile cells which have a low 
content of granules and so stain poorly. For accurate 
determination of eosinophile cells it is therefore preferable 
that they alone should remain visible in the chamber. 
The diluting fluid described by Manners (1951) will lyse 
all non-eosinophile leucocytes, but suffers from the dis- 
advantage of causing agglutination of the eosinophile cells 
if the diluted blood is left in the pipette for longer than 
half an hour. Rud (1947) has shown that alkali will lyse 
all leucocytes except the eosinophile cell. If, therefore, 
alkali is added to the phloxine-propylene glycol mixture, 
one obtains a most satisfactory diluting fluid for the 
counting of eosinophile cells. In this way it is also 
possible to use a higher concentration of the stain in the 
diluting fluid, as no concern need be felt that other cells 
are being stained. This resulis in a deeper staining of the 
eosinophile cells, which become easier to count. The 
eosinophile diluting fluid which has been found to give 
the best results has the following composition, and for 
brevity. will be referred to as A.P.G. solution: propylene 
glycol 50 millilitres, 1% aqueous phloxine solution 19 milli- 
litres, 10% aqueous sodium carbonate solution 2-0 milli- 
litres, distilled water to 100 millilitres; filter. 

Figure I shows the effect of time on the ¢osinophile 
cell count after dilution with A.P.G. and Dunger’s fluid. 
It.is apparent that delay in performing the cell count after 
dilution is of little importance with A.P.G, solution, “but 
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seriously lowers the count (for example, 50% after thirty 
minutes) when Dunger’s solution is used. This is of decided 
advantage if, as in most cases, the pipette is filled at the 
bedside and some delay is unavoidable before the count 
is made. In addition, the high viscosity of the diluting 
fluid is associated with a low rate of evaporation and 
permits accurate filling of the pipette and counting chamber 
with little tendency to overflow. With this fluid no 
agglutination of the eosinophile cells has ever been 
observed, even if filled pipettes are left for three hours 
or longer. 

Table I shows the rate of disappearance of the eosinophile 
cells from a patient with eosinophilia when five millilitres 
of his blood were stored in the refrigerator with four 
milligrammes of potassium oxalate and six milligrammes 
of ammonium oxalate added as anticoagulant. Under these 
conditions the eosinophile cell appears to be a relatively 
resistant cell, there being only a slight diminution up to 
twenty-four hours. On the third day the eosinophile cells 
are agglutinated and degenerating forms become numerous. 


TABLE I. 


The Effect of Storage on the Number of Leucocytes and Eosinophile Celis. 


| Eosinophile | Total 
Time. | Cells Leucocytes 
(Hours.) | 3 Cubic r Cubic | Comment. 

| Millimetre.* | illimetre.* 
| | 

0 1030 | 8650 

6 | 1002 8700 

12 1018 8710 | 

24 905 | 8110 | Eosinophile cells intact. 

48 | 880 | | Eosinophile cells commenced 
| to degenerate and 
| |  agglutinate. 

69 | 3680 

86 | 635 | 2630 Moderate agglutination oc- 

cu 
90 | 512 2740 Mononuclear leucocytes 


mainly seen. 
1 Average of four counts. 

This diluting fluid, which is stable for at least one 
month, has been found eminently satisfactory and most 
reliable for counting eosinophile cells. 

In the performing of a test the blood is drawn into a 
blood pipette and diluted with A.P.G. solution, well mixed, 
and then transferred to the counting chamber in the usual 
way. At least ten minutes should be allowed for settling 
of the cells after the chamber has been filled. Warming 
the chamber for twenty to thirty seconds on a microscope 
lamp, after charging, speeds this process of settling, 
assures complete lysis of all non-eosinophile leucocytes and 
hastens staining of the eosinophile cells without affecting 
the total count. By the use of the concave side of the 
mirror of the microscope and adjustment of the height of 
the sub-stage condenser, the eosinophile leucocytes will 
stand out as spherical red cells in a pink background. They 
are easily counted with the low-power objective. They 
vary in size, shape and staining qualities, according to the 
concentration of granules in the cell and probably their 


age. 

If a 1:10 dilution of the blood is made and the total 
number of eosinophile cells counted in a double Fuchs- 
Rosenthal chamber equals z, then 1-567 is the number of 
eosinophile cells per cubic millimetre. 


Errors of Counting Celis. 

The estimation of the number of circulating cells by 
the use of the hemocytometer is subject to two types of 
error. One is the “avoidable error’, which includes the 
error of measuring, diluting, chamber-filling and counting. 
The extent of this depends on the skill of the technician. 
If the same diluting pipette and the same chamber with 
the same coverslip are used, and if special precautions are 
taken to duplicate procedures exactly, this error may be 
reduced greatly. 

The other is the “unavoidable error” produced by the 
random settling of the cells in different parts of the 


hemocytometer chamber, This error varies with the total 


number of cells counted, and it is possible to calculate 
this error. According to “Student” (1907), the number of 
cells within a fixed area in a hemocytometer chamber 
follows the “Poisson distribution”, so that the standard 
deviation (¢) is equal to the square root of the mean 
count (\/m). Under the usual condition of making a cell 
count, blood is diluted and mixed in any pipette chosen 
at random from a satisfactory set, and any representative 
standardized chamber is utilized. As a result sampling 
errors are introduced by the use of different pipettes and 
counting chambers, so that the actual standard error is 
greater than that of the theoretical m contributed by the 
“field error” alone. For the estimation of erythrocytes 
White (1950) has prepared a table showing the contribution 
of each of these errors towards the total error. Berkson 
et alii (1940) have proposed a formula which describes 
the errors of chamber counts due to chance distribution 
and to allowable inaccuracies of equipment manufacture. 
Expressed as the coefficient of variation, the error of an 
individual determination of a white cell count when the 


enumeration itself is effected without error can be 
estimated as follows. 
100? 4:7? 
Vt = +V— + — + — 
ne np 


where Vt = coefficient of variation, nb = total number of 
cells counted, nc = number of chambers used, and np = 
number of pipettes used. This formula can be applied to 
eosinophile cell counts regardless of stain, dilution, 
chamber size or number of chambers used. 

For example, if a single specimen of blood is taken and 
diluted 1:10, and a count is made over 16 squares in a 
Fuchs-Rosenthal chamber and 160 cells are counted, the 
estimation for the mean eosinophile cell count is 468 per 
cubic millimetre and the coefficient of variation is 10-48% 
(nb = 150, nc = np = 1:0). We may say that such a count 
is subject to an experimental error of + 20-96% (twice 
the standard deviation). If the single pipette specimen is 
distributed in two chambers and the count for the 32 square 
millimetres examined yields 300 cells, the new count is 
estimated as 468 cells per cubic millimetre and Vt = 8-12% 
(nb = 300, nc = 2:0, np = 1:0). In this case the estimate 
is significantly determined within the limits of + 16-24%. 
In routine statistical practice it is common to regard as 
significantly determined an estimate plus or minus 20 or 
2Vt, for outside these limits only about 5% of random 
counts will occur. The values obtained from Berkson’s 
formula are perhaps too stringent (Best and Samter, 
1951), and actually encompass 99% of observations rather 
than the expected 95% (5% level). 

If one desires to assess the eosinopenic activity of any 
drug by comparing the number of circulating eosinophile 
cells before and after its administration, it is important 
to know what is the least diminution of the number of 
eosinophile cells which must occur before the reduction can 
be considered significant. One can calculate the required 
drop of eosinophile cells. If one pipette and one chamber 
are used, the variance (o*) of a count n by Berkson’s 

2 


= n + 0:00438n2. This may be applied 


formula is: o? = 
100? 


to determine n,, where for a given value of n, n, differs 
significantly from nm at either the 5% or the 1% level. 
Thus, if n and n, differ (where n = total number of eosino- 
phile cells in the initial count, and n, = total number of 
eosinophile cells in the second count), 
n +N, + 0-0048 
should be greater than the 5% or 1% normal deviate, 1-96 
or 2°58 respectively, provided n and 7, are large enough 
for the distribution to be taken as approximately normal. 
This may be solved for n, to determine the maximum value 
of it different from n (Table II). For intermediate values 
not given in Table II, direct interpolation is sufficiently 
accurate. 
A reduction of 50% of the number of circulating eosino- 
phile cells has been generally accepted as the minimum 


vecessary for establishing an adequate response of the 


(mn? +n) 
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II. 
Eosinophile Cell Counts Significantly Different from an Initial Count,’ 
Maximum Number of Eosinophile Cells Permissible in Second Count. 
Initial Count. 
5% Level. 1% Level. 
n Number 
(Number of Cells per Cubic 
Counted). tre. Number Number 
nm, xr Cubic Percentage | nm, r Cubic | Percentage 

etre. 5 | metre. Fall. 

5 16 0 0 100 

10 31 3 9 70 1 | 3 90 

{ 20 62 9 28 55 19 70 
30 94 16 50 47 12 37 60 

40 125 23 72 43 19 | 59 62 

50 156 30 94 40 26 81 48 

60 187 38 119 37 | 33 | 103 45 

70 218 46 143 34 | 40 } 125 43 

80 250 54 168 32 47 | 147 41 

90 271 62 193 31 54 } 168 40 

100 312 70 218 30 62 | 193 38 
120 374 86 268 28 77 | 240 36 
140 437 102 318 27 92 287 34 
160 499 118 368 26 107 334 33 
180 562 134 418 25 122 381 $2 
200 624 150 468 25 137 427 31 
250 780 191 596 24 176 549 30 
300 936 233 727 22 215 671 j 28 
350 1092 274 771 22 253 789 28 
400 1248 315 983 21 292 911 27 
450 1404 356 1111 21 | 331 1033 26 
500 1560 398 1242 20 | 370 1144 26 


1For one pipette and one chamber. 


adrenal cortex to ACTH (Thorn, 1949). Reference to 
Table I shows that a 50% drop cannot be considered sig- 
nificant at the 5% level if the initial count is less than 
62 per cubic millimetre (one Fuchs-Rosenthal chamber 
and one pipette being used), whilst if the initial count is 
312 per cubic millimetre a reduction of 38% would be 
significant even at the 1% level. If more than one chamber 
or pipette is used, a still smaller reduction will be. sig- 
nificant, provided one is satisfied that the investigation 
has been conducted under standard conditions. 


Summary. 
1. A review is given of the methods employed for the 
counting of eosinophile cells. 
2. A reliable technique and a satisfactory diluting fluid 
are described. 
3. An analysis of sampling errors involved is presented 
and a table prepared showing their expected magnitude. 
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THE CORRECTION OF NASAL DEFORMITIES. 


By FRANK SHANASY, 


Honorary Assistant Surgeon, The Victorian Eye and 
Ear Hospital, Melbourne. 


ALTHOUGH the Hindus described rhinoplastic operations 
two thousand years ago, it was not until 1898 that Jacques 
Joseph, of Vienna, devised his classical endonasal opera- 
tion, whereby he removed a nasal hump, narrowed the nose 
and shortened it without visible scar. The principles he 
originally laid down have withstood the test of time and 
with but few modifications are still in use today. 

The nose is probably the only anatomical salient incapable 
of camouflage. Its very prominence and unprotected 
position make it an organ conspicuous and prone to injury, 
so that falls in infancy, games in youth, industrial and 
highway accidents in adult life all add to the frequency 
of trauma to the nasal bones and cartilages. 
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The effects of such injuries and of inherited malforma- 
tions are both functional and cosmetic, and frequently these 
two go hand in hand; an operation performed for purely 
cosmetic purposes may result\in a generally improved sense 
of well-being and improved nasal function, and in many 
cases colds and headaches, previously troublesome, entirely 
disappear. Consequently we are realizing to a greater 
extent today the necessity for reconstructing the external 
nose in certain cases of internal derangement. In other 
words, it is frequently not enough to perform an intranasal 
operation such as a septal resection and to leave the bony 
framework untouched. This is particularly true of the 
twisted nose, in which the septum also is frequently badly 
bent. A septal resection alone in these cases wiil usually 
not reestablish normal air currents and sinus drainage; 
but a wedge resection with realignment of the nasal bones 
will do this and at the same time produce a much better 
cosmetic effect. 

Mild atrophic rhinitis is frequently found in patients 
having wide nasal chambers (made wider by the atrophy 
of the mucosa). Narrowing of the nasal bridge for cosmetic 
purposes decreases the intranasal space and greatly relieves 
the condition. 


Ficure I. 
Dropped nose with small hump, corrected as described in 
the text. 


Any physical defect, however slight, exerts an unfavour- 


able influence on one’s mental make-up. A nasal deformity . 


can have a far-reaching effect on the patient’s equanimity, 
business advancement and social and marital success, and 
it is mainly for these reasons that surgical intervention is 
sought. 

It is well to remember that not every deformed nose is 
suitable for correction. Many factors must be taken into 
consideration, and of these the texture of the skin is 
probably the most important. Fine skin lends itself well 
to rhinoplastic procedure, thick and oily skin does not, 
and for this reason women are usually better subjects than 
men. 

When a nose is reduced in size no skin is removed, and 
on completion of the operation there is looseness of the 
overlying skin, which must “take up” and smoothly drape 
the reduced bony framework. Thick skin “takes up” badly, 
and a good result at operation may develop into a “dropped 
tip” a month or so later. Thick and oily skin should always 
receive deep X-ray therapy before operation. 

If the skin is favourable almost anything can be done 
in altering the shape and size of a nose; if the skin is 
unfavourable, then it is better to be cautious and to perform 


too little surgery rather than too much. The patient 
should be warned that a second minor operation may be 
necessary, for it is easy to shorten the nose a little more 
or to make the tip a little finer. It is not always easy, 
however, to make an overshortened nose longer or to 
restore collapsed ale to their original functional efficiency. 


Ficure II. 


Left lateral deviation of the nasal bones and septum, 
corrected by removal of a wedge of nasal bone on the 
right side and repositioning of the nose in the mid-line. 


Be cautious, too, in dealing with a person suffering from 
a neurosis, who ascribes all his or her misfortunes to a 
slight nasal deformity. A gross deformity, however, should 
receive corrective treatment even in the presence of a 
neurotic element. 

Four typical nasal deformities are illustrated. Prior to 
all operations, profile, full-face and “nares” photographs 
are taken, and in difficult cases a full face mask. The mask 
enables the surgeon to study the nose and features at his 


Ficures IIIa. 


Profile views of the fibromatous and vascular hump removed 
intranasally without external scar. 


leisure and to plan the operation beforehand—an advantage - 
not enjoyed in most other fields of surgery. Duplicate 
face masks can be made from the master and the nose 
altered until the desired final result is obtained. The 
patient sees what the finished nose will be like and is 
able to cooperate with the surgeon in offering suggestions. 
Preformed splints of aluminium are made on the altered 
mask, and these are adjusted only slightly at the conclusion 
of the operation. The original and altered masks are taken 
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into the operating theatre and are referred to as the 
operation proceeds; this is a valuable aid when local anzs- 
thesia is used, as the initial swelling tends to distort the 
nose for the first twenty minutes or so. 

Local anesthesia is used for all operations, and no more 
than six drachms of 2% “Novocain” solution with adren- 
aline (eight minims to the ounce) is needed to give anzes- 
thesia lasting two and a half hours. Local anesthesia 
offers many advantages. The surgeon has full control of 
the face, unhindered by tubes and sticking plaster. He 
has the patient’s cooperation with warning of abnormal 
pain, such as may be experienced if the saw approaches 
too close to the lachrymal sac in sawing through the naso- 
facial angle. He is able to do everything under direct 
vision because of excellent hemostasis, and he is able to 
perform a complete “cutdown” lasting up to two and a half 
hours, with the loss of as little as one ounce of blood. 


Without any detail being given, a typical nasal plastic 
operation is performed in the following manner. 


The last and probably the most difficult stage of the 
operation consists of trimming the two alar cartilages to 
give the tip a finely chiselled appearance in keeping with 
the reduced size of the nose. In brief, the two alar carti- 
lages are dissected out, almost entirely removed from the 
nose, trimmed by removal of the necessary amount on each 
side, and then replaced and sutured back into position. 

The intranasal incisions are sutured with number 5/0 
catgut and the columella is stitched to the septum with 
thick silk. The nose is lightly packed with gauze and a 
splint is applied externally. Ice packs applied to the eyes 
for twenty-four hours help to reduce edema and discolora- 
tion; the gauze is removed on the second day and the 
splint on the fifth, and the patient leaves hospital on the 
sixth day. 

The foregoing procedure was adopted for the patient 
shown in Figure I. The improved appearance was accom- 
panied by a better airway and cessation of headaches. 


Figure IIIs. 


The full face pictures reveal a different personality after 
correction of the deformity. 


The incision is made inside the nose between the lateral 
and alar cartilages, first on the left side and then on the 
right, and the skin covering the whole nose is separated 
from the underlying cartilage and bone. The columella is 
then separated from the nasal septum by a transverse 
incision from one naris to the other right down to the 
anterior nasal spine. ; 

With a suitable retractor the mobilized skin is elevated 
and the cartilages and nasal bones are visualized. The 
periosteum is then stripped from the nasal bones and a 
straight Joseph saw is introduced beneath the periosteum 
and the nasal hump is sawn off. This leaves the bridge of 
the nose flat and broad, with sharp edges, and it must now 
be narrowed. Through another small incision the peri- 
osteum is stripped along the naso-facial angle in front of 
the lachrymal sac, and in the periosteal tunnel so formed 
a Joseph saw is introduced and the nasal bone and frontal 
process of the maxilla are sawn through. The same pro- 
cedure is repeated on the opposite side. The nasal bones 
have now been freed along the mid-line by the removal 
of the hump and along the naso-facial angle by the saw- 
cut, but remain attached superiorly at the fronto-nasal 
suture. Chisels and manual pressure are now used to 
make a transverse break at this part, and the two mobilized 
nasal bones are then brought together so that a narrowed 
straight nose results. The nose will now require shortening 
and some correction to the tip, which, in proportion to the 
reduced bony framework, will appear large and bulbous. 

Shortening is easily accomplished by the removal of a 
triangle of septal cartilage, the base lying on the dorsal 
edge and the apex towards the anterior nasal spine. When 
the columella is sutured to the septum this triangular gap 


is closed and the nose is shortened by the amount of 


septum removed. 


Figure IV. 


An angular hump removed because of thinning and 
tension of the overlying skin. 


Figure II shows a twisted nose from an old fracture. 
The septum had been resected as a first-stage operation six 
weeks previously. A triangle of nasal bone was then 
removed on the right side by two saw-cuts and the left 
nasal bone was freed as previously described. The tri- 
angular gap made on the right side closes up when the 
nasal bones are repositioned in the mid-line, and a similar 
gap then appears on the left side. With adequate splinting 
this is of no consequence and soon fills up with new bone. 
The airway and appearance were restored to normal. 


The man shown in Figures IIIa and IIIB gave a history 
of trauma three years previously. A fleshy and very 
vascular lump slowly formed on the nose and was removed 
intranasally. After its removal the intense vascularity of 
the skin faded away, and two weeks after operation (when 
the second photographs were taken) the skin was almost 
normal. Microscopic examination of sections showed the 
mass to be a fibroma. The effect of a physical deformity on 
mental outlook is well shown in the full-face photographs; 
a sullen man is now a happy New Australian. 


Figure IV shows an angulated nasal hump with, strangely 
enough, no history of injury. The skin on the sharp hump 
was exceptionally tight and thin. Corrective surgery was 
indicated to prevent ulceration as well as for cosmetic 
reasons. 
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THE EFFECT OF PARA-AMINOSALICYLIC ACID ON 
THE ALLERGIC PROCESS. 


By E. R. TRETHEWIE,* 
Department of Physiology, University of Melbourne. 


” 


In this paper evidence is presented of an “anti-allergic 
effect of para-aminosalicylic acid. Salicylate compounds 
(sodium salicylate and acetyl salicylic acid) were found 
(Trethewie, 1951) to inhibit the release of histamine from 
the lungs of sensitized guinea-pigs by the sensitizing anti- 
gen (egg albumen). It was therefore thought worth while, 
in view of the current use of para-aminosalicylic acid 
therapy, to determine if there was an “anti-allergic”’ effect 
of this derivative also. 


Method. 


Guinea-pigs were sensitized with crystalline egg albumen 
and the lungs perfused as described previously (Trethewie, 
1951). The antigen was injected immediately after being 
dissolved in Tyrode solution containing the salicylate com- 
pound in the same concentration as in the perfusing fluid. 
Samples of the perfusion fluid were collected for five 
minutes before and for zero to ten and ten to fifteen 
minutes after intraarterial injection of the antigen (five 
milligrammes), and the samples were immediately boiled. 
Histamine was assayed on the isolated jejunum of the 
guinea-pig as histamine acid phosphate. Bartosch, Feldberg 
and Nagel (1932) have shown that the immediately con- 
tracting substance so liberated is histamine and the more 
slowly reacting substance shown to be liberated by 
Kellaway and Trethewie (1940) has been designated S.R.S. 
( “slow-reacting substance’”’). 


1This work was done with the aid of a grant from the 
National Health and Medical Research Council. 


Experimental Investigation. 


In the range of concentration tested the salicylate com- 
pounds (para-aminosalicylic acid and sodium para-amino- 
salicylate) were without effect on the response of the gut 
to histamine, but they produced inhibition of the release of 
histamine and S.R.S. from the lungs of the sensitized 
animals when they were perfused with Tyrode solution 
containing the salicylate compound. When no histamine 
was released after exhibition of the antigen, gut was 
removed from the animal and tested for sensitivity to a 
small dose of egg albumen, which was found to be present 
in every instance. 

The findings in the case of para-aminosalicylic acid (98% 
pure) and sodium para-aminosalicylate (approximately 
100% pure) were as shown in Tables Ia and In. It is 
noted that release of histamine by antigen (five milli- 
grammes of albumen) was completely inhibited by the 
presence of 50 and 100 milligrammes of para-aminosalicylic 
acid per 100 millilitres of perfusing fluid. Traces only of 
histamine appeared when the concentration was 25 and 
12-5 milligrammes per 100 millilitres, and the output of 
histamine was of the same order as the normal output 
(without inhibitor) when the concentration of para- 
aminosalicylic acid was reduced to 6-25 milligrammes per 
100 millilitres. The release of histamine was completely 
inhibited by 50 milligrammes of sodium para-amino- 
salicylate per 100 millilitres, and partially inhibited by 
25 milligrammes per 100 millilitres, and no inhibition was 
detected with only 12-5 milligrammes per 100 millilitres. 


Discussion. 

It has been found in the present work that para-amino- 
salicylate is a powerful inhibitor of histamine release. In 
view of this finding and of the fact that in the exudative 
type of lesion allergy is considered to play a role in tuber- 
culosis, it is suggested that an aspect of the activity of 
para-aminosalicylic acid which may be of therapeutic 
importance in tuberculosis is its effect on the allergic 


TABLE IA. 
Concentration Histamine Concentration. in Samples after Injection | Concentration 
of Para-amino- __| of Histamine | 
Number of Guinea-Pig. salicylic Acid. | in Lung. | Output of S.R.S. 
(Milligrammes per 0 to 10 10 to 15 | (Microgrammes after Injection. 
100 Millilitres.) Minutes. Minutes. Drainage. | per Gramme.) 
I = One in One in | One in | 45 + 
8,000,000 3,800,000 | 2,000,000 
100! — | — 55 
50" | | 100 | — 
IV 251 —- ? Trace. 35 | — 
| | (One in | 
| 200,000,000) 
Vv | 12-53 — | ? Trace. | Insufficient to | 80 | + 
VI : 6-251 | One in Trace. Trace. 120 | + 
| 2,900,000 
| 


| 

| 

| 


1 Nominal concentration ; there was always some undissolved material remaining in the flask from which the Tyrode solution was siphoned. 


TABLE Ib. 
| Concentration 
| of Sodium | Histamine Concentration in Samples after Injection. Concentration 
| Para-amino- pa of Histamine | Output of S.R.S. 
Number of Guinea-Pig. salicylate. in Lung. after Injection. 
| (Milligrammes per | 0 to 10 10 to 15 (Microgrammes 
100 Millilitres.) | Minutes. Minutes. Drainage. per Gramme.) 
| | 
12:5 One in — —. | 45 + 
2,500,000 
25 | Trace. — — 75 + 
25 | One in One in One in 50 + 
| 16,000,000 40,000,000 25,000,000 
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reaction. We make no comment on the effect of para- 
aminosalicylate on the tubercle bacillus or on the effective- 
ness of streptomycin. 

Since para-aminosalicylic acid is found to be of value 
clinically in the treatment of the exudative type of tuber- 
culous lesion, it might be thought, if our contention is 
correct, that antihistamines would be of value in the treat- 
ment of such lesions (see Addendum). However, anti- 
histamine might be expected to inhibit only histamine 
effects, whereas para-aminosalicylate, in view of the effect 
of salicylate compounds on the antigen-antibody reaction 
and the findings recorded here, might be expected to block 
a wider variety of effects (Figure I). Antihistamines have 


Para- Amino- Salicylate 
Block 


3 


Antihistamine~, 


Other Substances 


Ficure I. 


Schema of site of block by para-aminosalicylate in 
anaphylaxis. 


in fact been found to reduce or inhibit the Mantoux skin 
reaction (Sarber, 1948; Breton, 1943), though less signifi- 
cant results were obtained by Boquet (1945). But sub- 
stances other than histamine released in the antigen- 
antibody reaction or a tubercle tissue reaction may be more 
important, or histamine may not be able to be inhibited 
in its effect by antihistamine at its site of release, as 
occurs in the case of the stomach concerning the release 
of acid. Thus para-aminosalicylic acid may be of value in 
treating certain allergies in which antihistamines fail. 


Summary. 
1. It was found that para-aminosalicylic acid inhibits the 
release of histamine in the anaphylactic response. 
2. The significance of this finding is discussed. 
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Addendum. 

It is of interest to note that after this paper was completed 
Matteucci and Vernacchia! had just reported that histamine 
stimulates the growth of tubercle cultures and that in 
guinea-pigs the tuberculous process is rendered more severe 
by histamine and is attenuated by antihistaminics. It is also 
stated that in some patients with tuberculosis the adminis- 
tration of antihistaminics causes an extremely rapid and 
unexpected subsidence of the pathological process. 


1 (1950) “Jl rapporto istamina-istaminase f{altore determinante 
nella patogenesi dell’allergia tuberculosa’’, Bullettino delle 


sctenze mediche, Volume CXXII, page 287; quoted in Eacerpta 
Medica (1951), August, Section 2, Volume 1V, Number 8. 


Reviews. 


A CONCISE ACCOUNT OF HUMAN VIRUS DISEASES. 


THE aim of “The Essentials of Virus Diseases” by Meenan 
is to bring to practitioner and student the more important 
facts about the commoner virus diseases that affect man.’ 
The book is not intended for laboratory worker or specialist. 
References have been omitted to conserve space. 


Introductory chapters deal with the characteristics of 
viruses, methods of study, and the control of virus infec- 
tions. Then follow chapters on influenza, mumps, virus 
pneumonia (including “Q” fever and psittacosis), lympho- 
granuloma inguinale, measles, rubella, varicella, herpes 
(zoster and simplex), variola and vaccinia, hepatitis, yellow 
fever, rabies, poliomyelitis (with a section on the Coxsackie 
group), meningitis and encephalitis, and virus infections of 
the eye. With each disease the clinical features, treatment, 
pathology, laboratory diagnosis, epidemiology and properties 
of the virus are dealt with in turn. The final chapter gives 
directions for the collection of specimens for the laboratory. 


The author has an orderly mind and a clear style and 
appears to have exercised good judgement in the selection 
of what is essential. He has attained a high degree of 
accuracy and in this was assisted by the submission of the 
manuscript to several specialist colleagues, though one or 
two errors eluded their eagle eyes. The virus causing 
pneumonia in mice which belongs to the psittacosis group 
(page 80) is not the “pneumonia virus of mice (PVM)” of 
Horsfall and Hahn, but the “mouse pneumonitis virus” of 
Nigg. 

The information is well up to date, considering the 
inevitable lag in publication, and the book can be recom- 
mended to those who wish to have a clear, concise and 
readable account of human virus diseases. 


AN ATLAS OF THE SKELETON. 


IN his “Atlas of General Affections of the Skeleton” 
Fairbank presents a monumental book rather than an atlas.” 
It is extraordinarily complete and is open to very little 
criticism. After a short introduction dealing with classifica- 
tion, blood chemistry in various skeletal affections, and 
certain more general bone changes, such as dwarfism, 
increased density, collapse of vertebral bodies and multiple 
fractures, it passes on to the main subject, a review of 
almost eighty generalized lesions of the skeleton, some of 
them very rare. There is a general discussion of each 
disease, which includes the clinical picture, signs and symp- 
toms, the pathology and etiology, radiographic appearances, 
notes on progress and complications, and the diagnosis. The 
subject matter is very comprehensive, but concise, and is 
well written. This general description is followed by a good 
bibliography, not complete but containing the more impor- 
tant references; then follow reports of typical cases with a 
short history of each, illustrated by excellent reproductions 
with short legends. <A study of these cases alone makes 
the reader realize the amount of work entailed in the 
preparation of this work. These cases number one hundred 
and eighty-four, and are illustrated by over five hundred 
plates. The arrangement of the bibliography after each 
subject makes for easy reference; and there is a final author 
index and a general index. The subjects discussed are 
classified into different groups, and include the congenital 
developmental errors, acquired affections of unknown origin, 
those due to errors of diet and metabolism, to endocrine 
errors, and to infection and toxemia (osteomyelitis is not 
included), and to errors of the hemopoietic and lymphatic 
systems. It concludes with a section on multiple neoplasms 
(metastases and multiple myeloma). 

It is refreshing to see the separation of diaphyseal aclasis 
and dyschondroplasia which some authors group together, 
a grouping which, as the author points out, has little to 
recommend it. Any criticisms that could be made are of a 


.C.P., Barrister-at-Law; 1951. London: J. and A. 
Churchill, Limited. 83” x 54”, pp. 268, with seven illustrations. 
Price: 20s. 

?“An Atlas of General Affections of the Skeleton”, by Thomas 
Fairbank, D.S.0O., O.B.E., M.S., Hon. M.Ch. (Orth.), F.R.C.S.; 
1951. Edinburgh: E. and S. Livingstone, Limited. 104” x 7”, 
pp. 432, with 510 illustrations. Price: 55s. 
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precludes the inclusion of some lesions, such as cranio- 
stenosis, but it seems a pity that this has not been included 
to make this treatise complete. Again in a book such as 
this, one would like to see a section dealing with tuberous 
sclerosis and its bone changes, though a brief reference is 
made to it in the section dealing with neurofibromatosis. 
The skeletal metastases might possibly have been dealt 
with more fully; the generalized metastases from only five 
lesions have been discussed, namely, from carcinoma of the 
breast, the prostate, the thyroid, and from hypernephroma, 
and bronchogenic carcinoma. 

In conclusion, this book fills a long-felt gap in the study 
of generalized bone lesions, and should be in the library, 
not only of radiologists, but of orthopedic surgeons and 
pediatricians, to whom it should prove invaluable. 


ATLAS OF GENITO-URINARY SURGERY. 


RoEN’s book is quickly seen to be merely an outline of 
technical descriptions of urological operations.’ As an out- 
line, it is good, but, since it is likely to be consulted only by 
surgeons wishing to carry out urological operations mostly 
of major type, it is far too insufficient in descriptive detail, 
even though most of the drawings are good. 

All the drawings are line drawings, and very clear, being 
almost diagrammatic; they appear on the right hand page 
as the book opens, the descriptions being on the left. These 
descriptions are often meagre in the extreme, and, in some 
cases, a most important step is omitted altogether, so that, 
if the author’s description was followed, the final result would 
be a poor one. Such, for instance, is the description of the 
transvesical operation for repair of vesico-vaginal fistula, 
where no mention is made specifically of the need to suture 
the bladder muscle. One would imagine from the description 
given that only the two mucosal layers were to be sutured. 
Further, no mention at all is given of the material to be used 
in such sutures. It is not as though there is no room, for, 
on the two pages concerned, more than three-fourths of each 
— is blank, and this blankness pervades almost the whole 


k. 

With regard to renal operations, the interesting variants 
of incision along the twelfth rib, with partial resection of 
the latter, are well described, as also are the operations of 
transperitoneal and transthoracic nephrectomy. Our praise, 
however, must be severely mitigated when we meet the 
advocacy of a 3-clamp method of dealing with the renal 
pedicle in nephrectomy. Surely, for the past generation at 
least, all efficient and really practical surgeons prefer direct 
ligature methods, and employ clamps only in the rare 
emergency when they have to be left on the pedicle for a 
few days. 

Clamps are also advised, as well as mattress sutures, in 
dividing the isthmus of a horseshoe kidney. The fact is 
that clamps are not necessary if mattress sutures are passed 
through an isthmus, however thick it is, and one will find 
that hemostasis is adequate by this simple method. 

The section on plastic surgery of the renal pelvis and the 
upper part of the ureter is very well done, and we commend 
the advocacy of separate splinting and nephrostomy tubes. 
Strangely, the author omits altogether the quite widely 
accepted Davis intubated ureterotomy operation for long 
strictures of the upper part of the ureter. 

In regard to names of operations, the author is at pains 
to omit the names of accepted originators, but surprisingly 
attributes comparatively unknown names to some pro- 
cedures, when practically the whole urological world would 
immediately attribute a certain famous name. Such omissions 
and attributions leave one with a sense of bewilderment, and 
give one a very bad impression of the book. As an example 
of a glaring omission, the name of Terence Millin is not 
mentioned once in the section on retropubic prostatectomy, 
while as an example of unusual attribution the Hugh Young 
plastic operation for epispadias with incontinence is 
attributed to Dees. 

Good descriptions are given of types of vaginal repair and 
support in the attempted cure of stress incontinence. The 
suprapubic vesico-urethral suspension operation for this 
condition is also excellently given, but no mention is made 
of the recently revived suprapubic sling operation, which is 
a great pity, for it is probably the most certain technique of 


“Atlas of Genito-Urinary Surgery”, by Philip R. Roen, M.D., 
F.A.C.S., with an introduction by Clarence G. Bandler, M.D., 
F.A.C.S.; 1951. 
porated..” 10” 
$8.00. 


New York: Appleton-Century-Crofts, Incor- 
x 7”, pp. 338, with many illustrations. Price: 


A large proportion of the book is given over to descrip- 
tions of methods of removing prostatic obstruction, and this 
is only proper since this problem is the commonest one in 
urological practice. In common with most American authors, 
however, the technique given for transvesical prostatic 
adenomectomy is poor judged from Australian standards. 
It almost looks as if in the United States the work of the 
late Harry Harris is practically unknown. 

One of the most startling innovations in urological surgery 
in recent years, the hypospadias work of Denis Browne, of 
England, is not referred to at all. This imaginative and 
original surgical thinker discovered the fact that a buried 
ribbon of skin. in continuity with the proximal portion of 
the urethra, will form a tube, thus simplifying the whole 
hypospadias technique in a most extraordinary way. This 
really amazing and valuable work is not even hinted at in 
this volume. 

In the section on excision of urethral stricture, the old 
method of retrograde sounding through a_ cystotomy 
approach is given in cases in which the stricture is supposed 
to be impassable. The skilled operator will be able to do all 
his work from the perineum, instead of going to the incon- 
venience of opening up two separate fields. A method of 
excising stricture of the penile portion of the urethra is not 
given. 


THE HAIR AND SCALP. 


“THE HAIR AND SCALP”, by Agnes Savill, continues to be an 

—" and precise monograph on diseases of the hair and 
p. 

This small book, now in its fourth edition, in its entirety 
is probably more suited to specialist dermatologists than to 
general practitioners. However, it is arranged in such a 
manner, with an adequate index, that it can be readily used 
as a book of reference by those who have only occasional 
need for the detail which is available. 

It is axiomatic that not all dermatologists agree, and Dr. 
Savill has wisely warned her readers that the physician 
should “ring the changes by altering the proportions of the 
ingredients of a few formule, the effect of which he has 
watched until he understands exactly what to use and how 
to modify them”. Despite this, there is a mass of detail given 
of many forms of treatment, which will, unless the above 
limitation is observed, lead the uninitiated into the very error 
which Dr. Savill desires them to avoid. 

Some rather stringent criticism is both made and quoted 
of some methods of home permanent waving, which will not 
meet with general agreement. With these limitations this 
book is recommended for all those who are interested in the 
care of the hair. 


SPLEEN PUNCTURE. 


“Die MILZPUNKTION”, by Sven Moeschlin, of the Medical 
Clinic of the University of Ziirich, Switzerland, first pub- 
lished in 1947, has now been translated into English by Dr. 
A. Piney. It is based on the study of over three hundred 
spleen punctures performed between the years 1939 and 1949 
in the Ziirich Clinic. According to Moeschlin spleen puncture 
was probably first performed by Widal and his school for 
the diagnosis of typhoid fever, towards the end of the 
nineteenth century. Later it was used in the Mediterranean 
countries for the diagnosis of kala-azar. Weil, Isch-Wall 
and Pertes in 1934 were the first to undertake systematic 
investigation of the various forms of splenomegaly by spleen 
puncture. It has, however, been much less extensively used 
than puncture of the marrow, glands and liver; and in 
recent text-books of hematology, spleen puncture receives 
little attention. Moeschlin avers that the main reason for 
this is an exaggerated opinion of the dangers of the pro- 
cedure, which are due to the use of improper technique and 
of insufficient care in selecting cases. In his opinion, spleen 
puncture can be considered devoid of danger if it is employed 
only when the spleen is enlarged, and if it is never carried 
out in the presence of a hzmorrhagic diathesis, an acute 
septic spleen or on comatose patients. Also it must only 


1“The Hair and Scalp: A Clinical Fg A (with a Chapter on 

Hirsuties)”, by Agnes Savill, M.A., (Glasgow), F.R.C.P.L ; 

Edition; 1952. London: Arnold and Company. 
x 6”, pp. 328, with 59 illustrations. Price: 25s. 

“Sp leen Puncture”, by Sven Moeschlin, translated by A. 
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be performed during full inspiration. In Part I of his book 
the author deals with technique, describes the various cells 
found in spleen fluid and also the cells of lung alveoli, “for 
a small amount of pulmonary tissue may be aspirated if 
the puncture is performed at too high a level or if the costo- 
pleural groove extends abnormally low’. A special section 
is devoted to hypersplenism with inhibition of the marrow, 
for here, according to Moeschlin, spleen puncture is of the 
greatest value. In Part II the characters of spleen puncture 
fluid in various types of splenomegaly are described. An 
exhaustive account of all forms of’splenic enlargement is 
given. Many of the punctures on which the work is 

have been performed in a spirit of pure inquiry rather than 
for diagnosis. Not all the punctures described were per- 
formed by the author. A film showing Leishmania donovani 
was provided by Dr. Farreras, of Barcelona, and one showing 
Paracoccidioides braziliensis by Dr. Silva, of San Paolo. It 
is stated that the presence of macrophages containing 
melanin may allow a diagnosis of malaria to be made even 
years after injection. Moeschlin claims to have given the 
first description of tuberculous epithelioid cells in spleen 
puncture films and believes that this finding may be impor- 
tant in distinguishing cases of chronic splenic tuberculosis 
from Hodgkin’s disease. In five out of seven cases of 
brucellosis, large epithelioid cells were found in spleen films, 
and in one patient the diagnosis was made in this way. 
Theoretically spleen puncture fluid can be used for culture 
or animal inoculation as well as for films, but as “the 
material obtained is usually 1 to 3 drops of rather bloody 
fluid and a few fragments of tissue”, there is usually not 
much material to spare. The author claims that spleen 
puncture, especially when combined with marrow puncture, 
is often of great clinical value in diagnosis of diseases of the 
blood. The use of spleen films is, of course, open to the 
same objection as those of marrow or any other tissue 
films. The arrangement of the cells is not seen nor can 
their behaviour be inferred. On the other hand the structure 
of the individual cell is seen far better than in histological 
sections where the cells are shrunken and altered by fixation 
and embedding. The book is illustrated by a large number 
of photomicrographs in black and white and by two really 
beautiful colour plates showing normal reticulo-endothelial 
cells and pathological forms of reticulo-endothelial cells in 
spleen films. 


RENAL PELVIS AND THE URETER. 


IN a unique personal contribution to urological knowledge, 
Professor Peter A. Narath, of New York, presents a very 
interesting volume on the “Renal Pelvis and Ureter’.t The 
work deals with the development, anatomy, histology and 
normal dynamics of the upper part of the urinary tract. A 
considerable part is original with the author and the 
remainder shows evidence of wide, critical reading. The 
result is a stimulating work which well repays careful study, 
not only by the urologist, but also by his radiological col- 
league, and by the anatomist and physiologist. 

A brief but lucid account of the embryology of this region 
is followed by a long chapter on the final form of the renal 
pelvis. Each pole of the kidney with its calyceal systems 
and their variations is clearly portrayed with numerous 
radiographic reproductions, and the sections on the pelvis 
itself cannot be perused without the reader feeling that his 
future interpretations of pyelograms will be based on a much 
sounder anatomical foundation. Explanations for the forma- 
tion of intrarenal and extrarenal pelves are given and for 
their respective reactions to increased urinary pressure. The 
ampullar type of pelvis is shown, and reasons are given why 
it should not be classified as an early hydronephrosis. 

Double ureters are not called such unless there are two 
ureteric orifices, that is, two origina! uretero-pelvic Anlagen 
have been present. The Y-ureter in its forms has arisen 
from the one Anlage, and he names it a “ureter fissus”. 
There is no such thing as a ureteric diverticulum; it is 
really a developmental malformation. 

Not many will follow the author’s method of “direct 
arteriography” into the exposed renal artery to determine 
the origin of hemorrhage when the macroscopic appearance 
of the kidney is normal. 

The description of the renal circulation follows Ginsslen 
(1934) and is similar to that more recently described by 
Trueta and his co-workers. 

The mucous membrane he describes as “urothelium”, 
holding that no mucous glands are present in the upper 


1“Renal Pelvis and Ureter’, by Peter A. Narath, M.D., 
F.1.C.S.; 1951. New York: 
pp. 442, with 264 illustrations. 


Grune and Stratton. 


103” x 738”, 
Price: $12.50. 


part of the urinary tract, and that the structures named as 
such are really epithelial nests which have been inverted 
and driven as little sprouts into the sub-urothelium. 

The author has evidently done a good deal of work on the 
histology of this area, and illustrates the section with twelve 
coloured plates. He describes four sphincters: (i) near the 
fornix at the height of the papilla, (ii) at the calyco-pelvic 
junction, (iii) at the uretero-pelvic junction which is not 
demonstrable histologically but proved functionally, and (iv) 
at the entrance of the ureter into the bladder (not the intra- 
mural portion ofthe ureter). 

The final section on the Réntgenography is disappointing, 
but there is so much in this work that is original and so 
much in accurate detail, profusely illustrated, that it forms 
a very valuable addition to urological literature. 


FOOD AND NUTRITION. 


THE second edition of “Food and Nutrition” by E. W. H. 
Cruickshank has been considerably revised and enlarged.’ 
In the five years which have elapsed since the first edition 
was published much new material has appeared in scientific 
journals. The author pays particular tribute to the 
relatively new British Journal of Nutrition from which he 
has drawn some of the added subject matter. 

In form this edition follows the pattern of the first. The 
chapter devoted to the problem of nutrition in Great Britain 
appears to have been greatly enlarged, the food rationing 
procedures being brought up to date, with detailed explana- 
tions of the reasons behind each change. 

The chapters on the principles of nutrition have also 
been revised and the curious errors and omissions noted in 
this section, in the first edition, have been corrected. 

In the presentation of the nutritive values of the principal 
foodstuffs the author has also limited his references to the 
experiences and conditions as they exist in Great Britain. 
This, unfortunately perhaps, is the main impression left 
with the reader. When it is realized that the author has 
written this book primarily for the use of British students 
and practitioners this characteristic is more easily under- 
stood. It does, however, detract considerably from the value 
of the publication outside Great Britain, except as an easily 
accessible up-to-date source of information on conditions in 
Great Britain. 

While the first edition appeared to have a place in the 
libraries of practitioners and others in the antipodes 
interested in food and nutrition, this edition, because of 
the wide differences now existing between conditions in 
Great Britain and in Australia, would seem to have less 
appeal to these groups. It should, however, be available in 
the principal medical libraries as a reference book. 


YOUR DIABETES. 


STuDENTs of diabetes everywhere agree that much time is 
saved and more knowledge is imparted by recommending to 
the patient a simple primer, containing all that the patient 
should know of his disorder and its management. These 
instruction books exist in all languages and multiply each 
year. As would be anticipated, in a country with the greatest 
number of diabetics, America produces the majority. The 
latest of these—‘Your Diabetes” by Herbert Pollack and 
Marie V. Krause—is, we think, probably the best of its kind 
yet to appear.? It is readable, and is in easy sections, and 
the subject matter is well arranged. It begins with a good 
“pep-talk”, descriptions of famous diabetics, and continues 
with descriptions of the workings of the pancreas, insulin, 
metabolism and food in terms comprehensible to readers of 
lay health articles in general. “What happens to a chicken 
sandwich?” is the interrogatory title of one section. In 
Australia, at today’s prices, it remains in the shop; but here 
we trace its adventurous career with ease. Later chapters 
deal in the accepted fashion with practical details of insulin 
management, urine testing, complications, special problems 
of infancy and pregnancy et cetera. A description of the 


1“Food and Nutrition”, by E. W. H. Cruickshank, M.D. 
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food exchange system, now operated by the American 
Diabetes Association, emergency diets, and various national 
dishes and canned foods becomes more involved, and would 
be comprehensible only to the post-graduate diabetic. 

We are strongly of the opinion that all diabetics should 
know enough of their needs to be able to have normal, 
unembarrassed lives, both at work and at play, and be able 
to indulge in their sport, holidays and guest meals with 
pleasure and intelligence. It is, however, not desirable for 
them to study a medical or near-medical text-book, with its 
alarming lists of complications, nor perhaps to doubt the 
doctor’s technique because it differs from that described in 
such a complete and unnecessarily detailed book as this. 
The American doctor is surrounded by patients and their 
friends who are avid devotees of Hygeia, The Reader’s Digest 
and the like, and much of his professional life is absorbed 
in explanation to and persuasion of the lay expert. Pollack’s 
treatise may add to this half-knowledge, as much as it 
saves the doctor’s time. In places, it is positively frighten- 
ing—for example, the description of the doctor’s difficulties 
in deciding between acute appendicitis and diabetic coma, 
or “if he (a diabetic) gets an insulin reaction while swim- 
ming, it is usually fatal”. No mention is made of diabetic 
diarrhea—a not uncommon benign complication in Aus- 
tralia. We do not regard three-monthly blood counts as 
indispensable. Surely the statement that Cesarean section 
is often necessary for the pregnant diabetic at the thirty- 
second week is a misprint. We believe that a brick red 
deposit, following Benedict’s test, represents more than 2% 
glycosuria, The book ends with a rather sketchy catechism 
and an index. 

Though this book is written particularly for the American 
palate, there is a great deal of sound practical information 
to be gained by every Australian diabetic, and even his 
doctor, from a study of this little volume, devoid as it is of 
illustrations, and containing a quaint mixture of American 
slang and scientific terminology. 


POST-MORTEM EXAMINATIONS. 


“AUTOPSY DIAGNOSIS AND TECHNIC”, by Otto Saphir, first 
published in/1937, is now in its third edition... Its primary 
purpose, writes the author, is to meet the obvious need of 
the student for an outline of autopsy technique and diag- 
nosis of diseased organs and structures as seen at the 
autopsy. It is a small book of handy size, for the use of 
the one who is to conduct the autopsy. 

It deals with the autopsy permit, general technical con- 
siderations, unexpected death from natural causes, accidental 
death, the external examination and the examination of the 
internal organs. At the beginning of the chapters dealing 
with the examination of the internal organs there is a 
description of the technique of the dissection; this is fol- 
lowed by a diagnostic outline of the various gross lesions 
seen. The author favours removal of the organs en masse, 
but also describes the procedure for removal and examina- 
tion of individual organs. Most pathologists in this country 
prefer opening the chest further away from the sternum 
than the author advocates. 

There is a chapter on deaths in infancy and one on the 
examination of embalmed and decomposed bodies. A “Do” 
and “Don’t” chapter and suggestions for quick orientation 
are included. 

The text is illustrated with diagrams showing technical 
procedure or demonstrating anatomical points. Some of the 
diagrams are not very impressive, for example, Figure 46, 
where the numbering is far too small. 

An experienced forensic pathologist might differ from 
some of the statements made. In drowning, for example, 
petechial hzemorrhages are not often seen on the skin or 
serous surfaces, in contrast to other asphyxial deaths such 
as strangling. Neither is the finding of petechi# in carbon 
monoxide poisoning common. Attempts at abortion would 
be worth including as a cause of fatal air embolism. Very 
* little reliance should be placed on rigor mortis in determin- 
ing the length of time the subject has been dead in the first 
twenty-four hours after death. We do not agree that those 
rare cases in which the autopsy findings may be completely. 
negative are definitely not of forensic interest. 

There is a great wealth of practical experience behind the 
writing of this book which contains many helpful sug- 
gestions and many excellent statements. In view of some 


of the recent statements on asphyxia in infancy, it is 
interesting to read Saphir’s view that spontaneous smother- 
ing in the crib in infancy practically never occurs and 
that it is essential in such instances to demand a histological 
examination since, grossly, some diagnoses cannot be made. 
Throughout the book, the author stresses the importance 
of thorough and complete work. 

The tables included in the work enhance its value. They 
deal mostly with the differential diagnoses of lesions found 
in the various organs. There is a useful final chapter on 
the weights and measurements of organs. 

The book is comprehensive, clear and concise and can be 
recommended for reference in every post-mortem room. 


GYNAZECOLOGICAL ENDOCRINOLOGY. 


A BOOK on gynzcological endocrinology is written by the 
foremost British gynecological endocrinologist, who is 
endocrinologist at Guy’s Hospital and Chelsea Hospital for 
Women.’ 

The chapters on the menstrual cycle and the gonado- 
trophins explain the endocrinological features very clearly, 
and proffer sound advice. It is a valuable contribution on 
the sex hormones. The chapter on steroid chemistry, how- 
ever, is probably beyond the general practitioner and also 
beyond many gynecologists; it is none the less most infor- 
mative to the discerning specialist or practitioner who has 
studied this aspect of biochemistry. 

Amenorrhea, uterine hemorrhage and the menopause are 
presented in a very orderly and intelligible manner, and 
should be of great use to the general practitioner and 
gynecologist alike. Diagnostic features and clinical charac- 
teristics help in producing evidence for treatment and also 
for prognosis, The chapter on infertility receives more than 
an endocrinological survey, yet it is a very worthwhile 
chapter. It gives an over-all method of investigation of 
infertility and the available means of dealing with it. 

Pregnancy receives a chapter to describe its vagaries 
and also the placental hormones and to discuss hormonal 
treatment of threatened abortion, and also to mention the 
biological tests including the male toad or Galli Mainini 
test, and their value in hydatidiform mole or chorion- 
epithelioma. 

The appendices are very valuable therapeutic summaries 
of the anterior pituitary, ovarian and male hormones. The 
relative estrogen potency, sterility case records and ovula- 
tion charts are all discussed and specimens are shown. 

The book is a valuable addition to endocrinological 


literature. 


Books Received. 


[The mention of a book in this column does not imply that 
no review will appear in a subsequent issue. 


“Statistics for Medical and Other Biological Students”, by 
L. Bernstein, , M.R.C.S., L.R.C.P., and M. Weatherall, 
M.A., D.M., B.Sc.; 1952. Edinburgh and London: E. and S. 
Livingstone, Limited. 84” x 54”, pp. 192, with 17 illustrations. 
Price: 18s. net. 

Based on lectures and practical classes given to medical 
students in their first year of preclinical studies. 


“The 1951 Year Book of the Eye, Ear, Nose and Throat 
(October, 1950-—September, 1951); The Eye, edited by D. Vail, 
M.D., D.Oph. (Oxon.), F.A.C.S.; The Ear, Nose and Throat, 
edited by J. R. Lindsay, M.D.; 1952. Chicago: The Year Book 
Publishers, Incorporated. 73” x 53”, pp. 456, with 131 illustra- 
tions. Price: $5.50. 


One of “The Practical Medicine Series” of year books. 


“Books and Periodicals for Medical Libraries in Hospitals”, 
compiled by a Subcommittee of the Medical Section of the 
Library Association; 1952. London: The Library Association, 
Chaucer House, Maliett Place. 8%” x 53”, pp. 16. Price: 2s. net. 


*“Autopsy Diagnosis and Technic”, by Otto Saphir, M.D., with 
a foreword by 3 
New York: Paul B. Hoeber, Incorporated. 
Price: $6.00. 


Ludvig Hektoen, M.D.; Third Edition; 1951. 


with 80 illustrations. 4 a”, Dp. 496 


1“Gynecological Endocrinology for the Practitioner’, by 
P. M. F. Bishop, D.M. (Oxon.); Second Edition; 1951. 
Edinburgh: E. and S. Livingstone, Limited. 74” x 5”, pp. 142, 
with 16 figures. Price: 12s. 
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All articles submitted for publication in this journal should 
be typed with double or treble spacing. Carbon copies should 
not be sent. Authors are requested to avoid the use of 
abbreviations and not to underline either words or phrases. 

References to articles and books should be carefully 
checked. In a reference the following information should 
be given without abbreviation: surname of author, initials 
of author, year, full title of article, name of journal without 
abbreviation, volume, number of first page of the article. 
If a reference is made to an abstract of a paper, the name 
of the original journal, together with that of the journal 
in which the abstract has appeared, should be given with 
full date in each instance. 

Authors who are not accustomed to preparing drawings 
or photographic prints for reproduction are invited to seek 
the advice of the Editor. 


THORACOPLASTY. 


PROMINENCE was given in these columns in the issue of 
May 28, 1949, to the report of a study of collapse therapy 
in pulmonary tuberculosis conducted in June, 1948, at the 
instigation of a committee of the American College of 
Chest Physicians. The committee selected ten cases of 
pulmonary tuberculosis representing problems seen regu- 
larly by any consultant in diseases of the chest. They 
collected the details of each case together with copies of 
X-ray films of the chest, and sent them to 59 highly 
experienced chest physicians. Among the questions asked 
of these physicians was whether they would use collapse 
therapy for the different patients, and if so, what kind. 
Other questions about collapse therapy were also asked. 
The answers received showed an astonishing divergence 
of views among the physicians consulted; in fact, with 
one or two exceptions, there were no significant points of 
agreement. In our comment on this event it was stated 
to be curious that 57 out of 59 experienced physicians 
should have been found willing to advise particular treat- 
ment for patients about whom they had only meagre 
information. No details of the patients’ personality, 
temperament or background were available. However 
that may be, the divergence of opinion was remarkable 
and the whole subject was described as ‘confused’. In 
these circumstances, it seems that attention should be 
drawn to a recent study by Erling Refsum of the late 
results of thoracoplasty in the treatment of cavernous 
tuberculosis of the lung. In the preface Refsum states 
that the object of his work was to investigate the prog- 
nosis for cavernous tuberculosis of the lung after treat- 
ment by thoracoplasty. The material investigated comes 
from the surgical department of the Oslo University Clinic 
(Rikshospital) and from the Glittre State Sanatorium for 
Consumptives. The patients who were investigated in 
detail numbered 391. A control group of patients 
numbered 106 and these were treated by conservative 
methods. The members of the control group had tubercle 
bacilli in the sputum, had not been subjected to collapse 
treatment, and were suffering from unilateral, cavernous 
pulmonary tuberculosis of such a nature and of so limited 


1 Acta tuberculosea Scandinavica, 1951, Supplement XXTIX. 


extension that they were deemed to have been fit subjects 
for thoracoplasty at the beginning of the observation 
period. No persons were included in the control group if 
they had undergone collapse treatment in the immediately 
preceding years. Refsum goes into considerable detail 
with regard to the classification of these controls, and 
points out that the observation period for the group was 
at least eighteen years. Within three years 37% of the 
patients had died, within six years 63%, and within twelve 
years 77%. In his classification of the controls, Refsum 
estimated the extent of the operation which might be 
supposed to have been indicated. This is of interest, 
because he found that the mortality seemed to rise with 
the extension and density of the process as well as with 
the extent of the operation which might have been sup- 
posed to be indicated. The group of patients investigated, 
391 in number, had undergone unilateral thoracoplasty. 
In addition to these 391 patients there were 15 who had 
been submitted to a second operation after having been 
operated on in another hospital, and also eight patients 
on whom bilateral thoracoplasty had been performed or 
attempted. The observation period of the 391 patients 
lasted from six to fifteen Some differences are 
noted as having been present in the control group and 
the group who were investigated. The average size of 
cavity was 3-9 centimetres. (Presumably this measure- 
ment refers to the diameter of the cavity as 
an X-ray film.) The frequency of occurrence of two 
cavities was Extension 


years. 


seen in 
or more from 28% to 29%. 
of the pulmonary process embraced more than two-thirds 
of the lung in 23% of the surgically treated patients, and 
this extent of involvement was present in only 10% of the 
control group. The contralateral lung in both control and 
treated groups was normal in 47% of cases, but rather 
large infiltrations were found in only 3% of the controls 
as against 14% of those treated surgically. In the latter 
group, contralateral pneumothorax was present in 4% of 
cases. Refsum points out that on the whole, the con- 
servatively treated patients should be assumed to repre 
sent a more favourable group than that comprising the 
patients subjected to thoracoplasty. Among the patients 
treated by thoracoplasty, the post-operative mortality, that 
is, the mortality recorded within two months of operation, 
was found to be 69% for patients who had one operation; 
after 61 mortality was 49%. The 
mortality was found to rise in proportion inter alia with 
the age of the patient and with the duration of the illness 
up to five years. When the duration was over five years, 
however, the mortality was found to be lower than when 
the duration was from two to five years. One-stage opera- 
tions were performed on 304 patients, and for 87 patients 
procedures of two or more stages were planned. As this 
last-mentioned group included the patients who were mors 
severely ill, no conclusions can be drawn as to whether 
the risk is greater when no operation is performed, or 
when an operation of one or more stages is undertaken. 
After previous same side, the 
post-operative mortality was found to increase. In order 
that a patient might be regarded as free from tubercle 
bacilli, the author required that at least six negative 
results should be found on consecutive microscopic examin- 
ations of the sputum in smears and in annual examination 
of the sputum for the whole observation period. Attempts 
to grow tubercle bacilli from the sputum were made in 
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62% of the cases in which direct examination had given 
negative findings. In 10% of these attempts at culture 
(only 16 patients are here included) tubercle bacilli were 
found, and in these cases the patients were regarded as 
“bacillary”. Patients were regarded as symptom-free when 
tubercle bacilli could not be recovered, and when cavities 
closed and when no other signs of activity of the tubercu- 
lous process could be found. Altogether 242 of the 391 
patients submitted to one operation became symptom-free 
in the course of the observation period, six to fifteen years. 
This is a percentage of 62. Twenty-four patients, or 6%, 
are classed as uncertain, and 125 patients, or 32%, have 
not become symptom-free. It was found that the more 
extensive the operation that had to be undertaken, the 
fewer were the patients whose cavities closed and the later 
did the closure occur. In most cases freedom from symp- 
toms was attained within six months, but the larger the 
cavity the later did the patient become symptom-free, and 
this occurrence was later among patients operated on more 
than once than among those subjected to operation on only 
one occasion. Obliteration of cavities under 2-5 centimetres 
in size was attained in 73% of the cases, cavities measur- 
ing from 2-5 to 4-4 centimetres became obliterated in 66%, 
and cavities of over 4-4 centimetres in 48%. Ability to 
work after operation was attained by 76% of the patients; 
50% regained full capacity for work without relapse and 
most of these have undertaken heavy manual labour. In 
regard to relapse, it should be noted that later aggravation 
of the pulmonary tuberculosis was manifested by 50 of 204 
patients who had become free from symptoms. In most 
cases several years elapsed before the aggravation occurred. 
In 14 cases the progression was only temporary, but 24 
patients died. Of the patients in the entire thoracoplasty 
series who survived the post-operative period, 88% were 
found to be alive after five years, and 67% after ten years. 


When the results in these two series are compared, it 
is found that the mortality in the first ten years for the 
patients who were operated on was only 40% of that for 
those treated by conservative means. When the mortality 
among the patients operated on is compared with the 
death rate of the population in the years 1935-1939, it is 
found that fifteen years after operation, the mortality 
(inclusive of post-operative deaths, and taking all ages 
together) is for men operated on 11 times as high, and 
for women operated on 13 times as high, as the death rate 
for males and females respectively in the population in 
general. Among patients operated on who have become 
symptom-free, the mortality is from two to four times as 
high as for the general population. Symptom-free patients 
who are alive one year after operation have a compara- 
tively low mortality rate. 


Refsum’s findings have been given in some detail, firstly 
because the series is comparatively large, and also because 
the period of observation covered some considerable time. 
The efforts to find suitable controls are of great interest. 
Though Refsum chose as his controls persons thought by 
him to be as suitable for thoracoplasty as those in the 
series treated (the controls were persons who for various 
reasons could not or would not submit themselves for 
operation), the series must be looked on as not entirely 
comparable. For all that, the results are important and 
may be taken as indicating the value of thoracoplasty in 
certain circumstances. Though we shall agree that Refsum 


has shown clearly the value of thoracoplasty in the type 
of case described by him, we must remember that other 
measures are sometimes adopted with it. For example, we 
know that when PAS is used in conjunction with strepto- 
mycin, tubercle bacilli do not become resistant to the 
effects of streptomycin nearly as quickly as if that drug 
is taken alone. This has meant (see “The Medical Annual”, 
1951, page 322) that streptomycin and PAS have been used 
for many patients for whom the surgeon would have 
hesitated to use streptomycin alone, and it has been shown 
that by use of this type of therapy major operations can 
be undertaken with reduced risk of local or spreading 
tuberculosis in the months following operation. 


In order to retain a proper perspective, we need to 
remind ourselves that thoracoplasty, or indeed any other 
operation undertaken in the treatment of tuberculosis, is 
only part of the picture. E. J. O’Brien, in an address‘ to 
the American Association for Thoracic Surgery entitled 
“Honesty and Courage Can Eradicate Tuberculosis”, 
declared that although surgery would for many years to 
come be an essential and integral part of the anti- 
tuberculosis programme, surgeons were really working on 
the wrong end of the line trying to overcome the ravages 
of a communicable disease which should not exist. And” 
here for the moment we shall let the subject rest. 


Current Comment. 


THE EFFECTIVENESS OF DIFFERENT FORMS OF 
THERMAL THERAPY. 


Heat is probably one of the earliest methods of securing 
some relief of pain in the subcutaneous tissues, and no 
doubt primeval man applied hot objects like stones heated 
in a fire without a care as to the principles involved. Even 
today we have little exact information as to the actual 
thermal results attained, and certain aspects of this sub- 
ject are ripe for fuller investigation. H. M. Whyte and 
S. R. Reader have set out to measure the exact amount of 
heat generated in the skin and in the deeper tissues by 
actual measurement, and present their findings in a recent 
article? The experiments were carried out on a human 
subject on different days. The volunteer subject was 
placed so that the lumbar region presented a flat surface 
by the packing of pillows under the abdomen. The 
temperature of the area was measured at its centre, 2-5 
centimetres to the right of the second lumbar spine: in the 
methods used wire thermocouples were applied to the skin, 
and needle thermecouples inserted vertically into the 
region. The forms of heat applied were those derived from 
short-wave infra-red radiation, long-wave infra-red radia- 
tion, contact heat, and ultra-short-wave diathermy. The 
short-wave infra-red radiation was applied from a 1000- 
watt tungsten lamp over an area 12 centimetres square, at 
an intensity just tolerable without discomfort, and heating 
was continued until equilibrium was established. The 
long-wave infra-red radiation was applied from an 8g00- 
watt dark source element, in a similar fashion. Contact 
heat was derived from a rubber-bottomed container of 
metal, through which hot water was passed for 28 minutes 
after equilibrium was established. A narrow channel 
through the centre of the container allowed measurement 
of the heat of the deep tissues. The ultra-short-waves were 
supplied from an apparatus operating at a fixed wave- 
length of six metres, and a frequency of 50 megacycles. 
After heating was attained the thermocouples were 
inserted; the period of heating was thirty minutes at full 


1The Journal of Thoracic Surgery, 1950, Volume XX, page 1. 
2 Annals of the Rheumatic Diseases, December, 1951. 
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The observed temperatures were compared with 


output. 
control measurements, and it was assumed that the deep 
measurements taken without heating represented the 


temperature of the circulating blood in the region. The 
highest skin temperatures were attained by the use of 
the short-wave infra-red radiation, which also produced a 
higher temperature of the subcutaneous tissues than 
either long-wave infra-red or contact heat. The short- 
wave diathermy produced by far the most efficient heating 
of muscle, and deep temperatures exceeded superficial 
temperatures. 

The authors point out that one interesting result is that 
the heating obtained from a contact source was practically 
the same as that from a dark source radiant heat. Both 
of these were effective in heating the skin, but had little 
effect on deep tissues, raising their temperature hardly 
above that of the blood. The same considerations would 
apply to all forms of externally applied heat, including 
the convenient electric blanket. The short-wave tungsten 
lamp showed some ability to penetrate skin; it is superior 
in this regard to radiant heat of longer wave-lengths. 
Diathermy emerged as the best method of heating muscle; 
it has previously been shown that it does this effectively 
without much skin heating. The experimental techniques 
employed were found to be satisfactory, and the data 
presented give a base-line of ascertained fact relating to 
the amount and location of the heat effects produced. 


THE PROBLEM OF THROMBOSIS IN PRACTICE. 


Ir has often been remarked that a search for a useful 
and stimulating subject for research need go no farther 
than a common phenomenon. This is true of thrombosis, 
whether studied from the academic point of view or that 
of daily practice. It seems curious that this really com- 
plex process, so beneficent as a protective mechanism, 
and so fraught with danger in certain pathological states, 
should be still in some ways a mystery. Irving S. Wright 
in a special lecture on the pathogenesis and treatment of 
thrombosis recalls that Best thought that the key question 
was not why thromboses occurred, but why the blood 
remained fluid for the greater part of our lives. In this 
lecture he points out that we have far passed the stage in 
which the morbid anatomist held the field, for now both 
cellular and non-cellular components of the blood are 
receiving close attention from the biochemists and the 
physical chemists, and anticipating the fullness of under- 
standing of the entire mechanism of coagulation, pharma- 
cologists have given us a growing series of powerful 
weapons to use in diseases in which thrombo-embolic 
complications are a known danger. Wright further 
stresses the risks of over-simplification of the process of 
thrombosis, in which many stages of the process may 
occur simultaneously, and warns us that even accurate 
estimations of components of the blood or of times taken 
in the fulfilment of different phases in the process of 
clotting may not be reliable measures of all parts of the 
body, especially when extrinsic morbid factors are at 
work. For example, anticoagulant therapy may be 
apparently held at a satisfactory level according to the 
evidence of tests such as the prothrombin time, and yet 
thrombosis may occur. It is not necessary here to pursue 
the story of the hypotheses put forward to explain how 
thrombosis takes place, or the various chemical theories 
concerning the roles of the essential factors in the process, 
nor need we follow the molecular studies which promise 
to shed more light on the action of substances such as 
heparin. However, there are other factors which have 
been recognized lately as significant, in particular, stasis, 
and “sludging” of the red cells. Wright observes that 
sludging has been known for one hundred years, and that 
it is possible that it may have some bearing on the occur- 
rence of thrombi in parts of the body affected by poverty 
of movement. He further quotes the findings of those 
who have studied blood movement in vivo, such as the 
tendency for circulating red cells to be mutually repellent, 


1 Circulation, February, 1952. 


and the absence of adhesiveness in all blood cells when 
the walls of small blood vessels containing them are 
perfectly smooth. The effect on blood flow of progressive 
narrowing of the small radicles is, of course, well known, 
but in diseased states it may be more important than has 
been thought. Experimental work has shown that 
sludging of blood may be produced deliberately and 
by adherence to the endothelium observed by artificial 
occlusion. It is interesting that relief of the occlusion is 
not sufficient to restore movement of blood in the vessel, 


but it can be restored by the administration of anti- 
coagulants. The importance of platelets has been again 
emphasized also, and it has been found that in post- 


operative and puerperal states not only are the platelets 
in circulation increased in number, but their natural 
adhesiveness is also increased. Some workers have 
réported that dicoumarol has the property of diminishing 
their stickiness. Useful research has also been done on 
the effect of increases in hydrophilic colloids such as 
fibrinogen and globulin in the blood and the surface 
tension of platelets. It will be seen that these explora- 
tions into the physiology of thrombosis give additional 
encouragement for the use of those modern drugs which 
can control this process when it becomes excessive in the 
course of disease. Wright finally reminds us of the diag- 
nostic importance of otherwise unexplained thrombosis in 
hitherto unrecognized malignant disease, and also refers 
to the apparent tendencies in certain individuals and 
families to be subject to episodes of thrombosis and 
embolism. Turning to the therapeutic approach, he states 
that the objects to be attained are the prevention of clot 
formation, and of increase in the thrombotic process if it 
has taken place, the prevention of “embolic offspring”, 
and the dissolution of the original clot. 

These ideals are more easily attained in the test tube 
than in the living patient, who is faced with risks atten- 
dant on both under-treatment and over-treatment. The 
hemorrhagic syndrome known to be one of the hazards of 
anticoagulant treatment, if pressed too far, has been pro- 
duced experimentally by various methods, one of the most 
interesting being irradiation of the whole body of an 
animal, such as a rat. Stanton H. Cohn has recently 
published some work on this subject, in which he demon- 
strates that a decrease in number of platelets appears to 
be a major factor in the absence of effective coagulation 
of the blood, which can be assessed by the heparin clotting 
time.’ This method might possibly be of value in 
standardizing pharmacological preparations. 

Wright adds to his article a brief account of some of the 
newer drugs useful in the treatment of thrombosis, such 
as “Tromexan’’. His personal experience with this drug 
has been favourable. Though it is only about one-fifth as 
active as dicoumarol it appears to be more easily con- 
trolled, and if the prothrombin time reaches a dangerous 
level, as it may occasionally during the administration of 
any similar drug, it will usually subside quickly without 
the need for special measures such as the use of vitamin K 
or transfusions. M. R. Bronstein and E. Witkind have 
also published their experiences with this drug. They 
prefer it to dicoumarol, and have not found any serious 
toxic complications; vitamin K appears to combat any 
excessive action readily. These writers give the usual 
warning that irregular fluctuations of the prothrombin 
time may occur. Wright also describes the action of other 
drugs, such as “Paritol’’, a new coumarin preparation 
known as Compound 63, and “Danilone”, and finally com- 
ments on the effect of some antibiotics which have a 
sterilizing effect on the intestinal flora, thus diminishing 
the output of vitamin K. It appears that caution is still 
necessary in the use of anticoagulants, but, even though 
the details of the mechanism of coagulation are in part 
still obscure, and therefore we cannot expect to understand: 
fully some of the features in the action of these drugs, a 
real addition has been made in the prevention and treat- 
ment of thrombosis, from which we may expect further 
practical developments in the future. 


1 Blood, February, 1952. 
2The American Journal of the Medical Sciences, December, 
1961. 


THE MEDICAL JOURNAL OF AUSTRALIA 


May 10, 1952 


Abstracts from Medical 
Literature. 


MEDICINE. 


Mammary Cancer. 


Tue Council on Pharmacy and 
Chemistry of the American Medical 
Association (Zhe Journal of _ the 
American Medical Association, June 2, 
1951) has published a report on the 
present status of hormone therapy for 
advanced mammary cancer. it. is 
stated that surgery is the best treat- 
ment in early cases, and X-ray therapy 
for lesions of the bony and soft tissues 
which are sufficiently localized. Hormone 
therapy is most useful for lung lesions 
and widespread osseous or soft tissue 
metastases. In an examination of 886 
patients it was found that testosterone 
propionate, 50 milligrammes thrice 
weekly, was the most effective in pre- 
menopausal women. It controlled pain 
best. The minimum total dose was 
three grammes, and the minimum time 
of treatment three months. Diethyl- 
stilbeestrol, diencestrol, ethinyleestradiol 
and estradiol diproprionate were effec- 
tive also in prolonging life. The mean 
survival time, however, was some eight 
to eighteen months. Nausea and 
vomiting, hirsutism, voice change, 
hypercalcemia, cdema and uterine 
bleeding were complications. 


Bishydroxycoumarin. 


R. Goupstein et alii (The Journal of 
the American Medical Association, June 
16, 1951) describe three cases of 
hemorrhagic pericarditis associated 
with acute myocardial infarction 
treated with bishydroxycoumarin 
(dicoumarol). They state that hemo- 
pericardium was due in these cases to 
rupture of the myocardium or of a 
coronary vessel. A persistent friction 
rub was noted, with prolonged cardiac 
pain, vascular collapse with distended 
neck veins, and signs of. pericardial 
effusion. The occurrence of the con- 
dition should indicate withdrawal of 
dicoumarol, intravenous administration 
of vitamin K (preferably vitamin K, 
oxide) and repeated blood transfusion 
until the prothrombin time becomes 
normal and remains so. Pericardial tap 
should be carried out if cardiac 
tamponade develops. 


Peripheral Vascular Disease. 


F. A. FINNERTY AND E. D. Freis (The 
New England Journal of Medicine, 
August 30, 1951) discuss the use of 
hexamethonium in cases of peripheral 
vascular disease. They state that 
pentamethonium iodide given intra- 
venously in doses of 50 milligrammes 
induced a rise in skin temperature and 
digital blood flow for one to two hours; 
50 milligrammes of hexamethonium 
tribromide produced a rise in skin 
temperature of the toes greater than 
that produced by 50 milligrammes of 
“Priscoline” given intravenously and 
400 milligrammes of tetraethyl am- 
monium. The authors treated 29 
patients with vascular disease of the 
limbs, including embolism, diabetes, 
Buerger’s disease, Raynaud’s syndrome, 
arteriosclerosis obliterans and thrombo- 
phlebitis. Intravenous injection of 560 
milligrammes of hexamethonium tri- 
bromide every six to eight hours 
relieved pain and other symptoms. The 


treatment was given until pain was 
relieved, sometimes for six or seven 
days. Given by mouth, 1:0 to 15 
grammes produced similar results. Ill 
effects were postural hypotension and 
constipation. It was necessary for the 
patients to be in bed for one to two 
hours after the injection. The authors 
state that initially the drug should be 
injected slowly, at the rate of one 
milligramme per minute, while a care- 
ful watch is kept on the blood pressure. 
Elevation of the foot of the bed, 
and intravenous injection of ‘“Neo- 
Synephrine” two to four milligrammes 
help to prevent collapse. The authors 
have found the drug helpful in reliev- 
ing symptoms and in deciding which 
patients are suitable for sympathec- 
tomy. 


Cortisone and Hip Disease. 


R. H. Boots et alii (The Journal of 
the American Medical Association, 
October 6, 1951) describe treatment of 
degenerative joint disease of the hip 
by cortisone. Eleven patients were 
treated with 100 milligrammes every 
eight hours for twenty-four hours, fol- 
lowed by 100 milligrammes daily for 
five to seventeen days, and then 50 to 
100 milligrammes three times a week. 
Improvement was observed in 10 cases. 
Five patients gave up _ treatment. 
Improvement in joint movement and 
general health was noted in most cases. 


C. H. Brown et alii (ibidem) state 
that of eight patients suffering from 
morbus coxe senilis, who were treated 
with cortisone acetate, only two 
obtained benefit. The authors consider 
that it is difficult to justify the use of 
cortisone in cases of osteoarthritis of 
the hips. 


Intravenous Administration of PAS. 


A. Duroux AnpD P. J. Cotetsos (Revue 
de la tuberculose, 1951) have adminis- 
tered the sodium salt of para-amino- 
salicylic acid, in short daily intravenous 
infusions of 15 grammes contained in 
half a litre of buffered solution, to 
patients suffering from advanced pul- 
monary tuberculosis. They found this 
method of administration more effec- 
tive than the oral, both in the treat- 
ment of the disease and in preventing 
the appearance of streptomycin-resis- 
tant bacilli. As many as 300 infusions 
were given to some patients. Oblitera- 
tion of the veins necessitated stopping 
the infusions in 18 of the 107 persons 
treated; otherwise complications were 
few. 


Auricular Fibrillation. 


M. J. GotpMan (The American 
Journal of the Medical Sciences, 
October, 1951) discusses the use of 


quinidine in auricular fibrillation. - In 
his investigation 0°2 gramme was given 
to test sensitivity; then 0-2 gramme 
every two hours for five or more daily 
doses, with increases at one or two day 
intervals to from 0°4 to 1:2 grammes. 
Giddiness, nausea, vomiting and diar- 
rhea occurred frequently, and now the 
dose has been reduced to 0:2 gramme 
given four times daily for three days. 
The author states that if regular 
rhythm does not occur, 0:4 gramme is 
given four times daily for three days, 
and then, if necessary, the larger 
doses. If the blood pressure drops 20 
millimetres, treatment is stopped, but 
minor toxic effects are ignored. If 
regular rhythm supervenes, a main- 
tenance dose of 0-2 to 0°4 gramme Gaily 


is given; otherwise fibrillation has been 
found to recur. The toxic effects may 
be alarming and include auricular 
flutter, which the authors ignore, as it 
is merely a stage towards regular 
rhythm. Widening of the QRS com- 
plex, nodal rhythm or auriculo- 
ventricular dissociation may occur and 
necessitate discontinuance of the drug. 
Emboli may occur without quinidine 
therapy and more rarely with it. 


Moniliasis in Patients Treated with 
Aureomycin. 


R. B. PAPPENFORT AND E. S. SCHNALL 
(A.M.A. Archives of Internal Medicine, 
December, 1951) report the occurrence 
of lesions of the skin and mucous 
membranes, from which Cand 
albicans was obtained on culture, in 
persons who had received treatment 
with capsules of aureomycin. Experi- 
ments showed that aureomycin from 
capsules stimulated the growth of 
monilia and other yeast-like organisms, 
but not aureomycin from ampoules 
prepared for parenteral injection. The 
authors suggest that the antibiotic 
factor in aureomycin is not that which 
promotes the growth of monilia. 


Infectious Mononucleosis. 


J. B. Burnerr (The New England 
Journal of Medicine, September 27, 
1951) describes the use of aureomycin 
in the treatment of infectious mono- 
nucleosis. Eight patients were treated 
with aureomycin, and eight controls 
received no _ treatment. The total 
dosage of aureomycin given was from 
eight to 21 grammes. No benefit was 
derived from this treatment. The fever 
lasted from two to twenty-six days 
while the patients were in hospital. It 
was not affected by administration of 
aureomycin. Stomatitis, pharyngitis, 
headache and_= splenomegaly were 
equally unaffected. Diagnosis of infec- 
tious mononucleosis was made from 
examination of a blood smear and a 
sheep cell agglutination titre of 1:224. 
Claims for benefit from aureomycin 
— not supported in this investiga- 
ion. 


ACTH in Ulcerative Colitis. 


J. B. KoIsNeER AND W. L. PALMER 
(The Journal of the American Medical 
Association, October 6, 1951) describe 
the effect of ACTH in cases of chronic 
ulcerative colitis. Varying doses of 
ACTH were given. In general the 
response was good in 27 out of 40 
patients, but relapses were frequent. 
Cushing’s syndrome, cedema, hyper- 
tension, insomnia, flatulence, with- 
drawal symptoms and other side effects 
occurred. Striking remissions occurred 
at times; no cures were reported. 


Procaine Amide. 


J. M. KInsMan et alii (The American 
Journal of the Medical Sciences, 
October, 1951) describe the use of pro- 
caine amide (“Pronestyl’’) in the treat- 
ment of cardiac arrhythmias. They 
state that procaine has a digitalis-like 
action on the heart. Procaine amide 
was used in the treatment of 51 patients 
with normal and abnormal rhythms. A 
solution of 1000 milligrammes in 10 
millilitres of solution was _ injected 
intravenously at a rate not over 200 
milligrammes per minute and usually 
at 100 milligrammes per minute. In 
one case each of sinus tachycardia and 
paroxysmal tachycardia no benefit was 
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derived. Out of 22 patients with 
auricular fibrillation, two only regained 
normal cardiac rhythm after injection 
of 300 and 550 milligrammes. In cases 
of flutter no benefit resulted. Two 
patients with ventricular tachycardia 
regained normal cardiac rhythm after 
450 and 550 milligrammes. Ventricular 
ectopic beats ceased in 12 cases after 
injection, but recurred in a few minutes 
or a few days. Toxic effects included a 
fall in blood pressure and prolongation 
of the QRS complex or occasional flat- 
tening or inversion of T waves, 
arrhythmia or auriculo-ventricular 
block (one case). 


Ulcerative Colitis. 


S. J. Gray et alii (The New England 
Journal of Medicine, September 27, 
1952) describe ACTH therapy for 
ulcerative colitis and regional enteritis. 
Patients with severe types of disease 
were treated, especially those who had 
not responded to other forms of treat- 
ment. An amount of 20 to 40 milli- 
grammes of ACTH was given intra- 
muscularly every six hours for four 
to eight weeks; then the dose was 
gradually reduced over five to seven 
days. Limited salt and fluid intake was 
prescribed, with 0-9 gramme of potas- 
sium chloride daily. Euphoria and 
increased appetite were noted early, and 
were associated with general improve- 
ment within two weeks. Later, healing 
of ulceration was observed with the 
sigmoidoscope (within three or four 
weeks). Two patients improved greatly 
and two moderately; one with a chronic 
condition of twenty-one years’ standing 
did not improve. Two patients with 
regional enteritis, who had X-ray 
evidence of extensive involvement of 


the terminal part of the ileum and 
multiple segments of the small 
intestine, also improved, though the 


X-ray films still showed evidence of 
disease. Patients suffering relapse of 
colitis responded to second or third 
courses of treatment. 


ACTH and Cortisone. 


M. M. WINnTROBE et alii (A.M.A. 
Archives of Internal Medicine, Sep- 
tember, 1951) describe the effect of 
ACTH and cortisone on the blood in 
man. Lymphopenia and neutrophilia 
occur after administration of ACTH. 
Reduction in the number of circulating 
eosinophile cells after ACTH adminis- 
tration has been used as a test for 
adrenal cortical insufficiency. Ten 
patients with acute leuchemia were 
treated without lasting benefit. Aminop- 
terin (4-aminopteroyl glutamic acid) 
was more effective in one case of 
lymphoblastic leuchemia. Some im- 
provement including partial remissions 
were noted with ACTH and cortisone. 
In multiple myeloma results were poor. 
In chronic lymphatic leuchzemia, 
Hodgkin's disease and idiopathic 
neutropenia transient blood changes did 
not affect the final issue. In acquired 
hemolytic anemia a remission lasting 
nine months occurred after ACTH 
therapy. Pernicious anzmia, aplastic 
anemia and myelophthisic anemia did 
not respond. Two patients with dis- 
seminated lupus erythematosus had 
remissions after ACTH therapy. Three 
patients with rheumatoid arthritis 
treated for ten to sixteen days with 
ACTH (maximum dose 40 to 100 milli- 
grammes daily) responded, but relapsed 
when treatment ceased. Blood changes 
were insignificant. Thrombocytopenic 
purpura and periarteritis nodosa did 


not respond. A sign of adrenal stimu- 
lation by corticotrophin was an in- 
crease in the urinary 17-ketosteroids 
in 26 out of 30 cases, but this 
apparently had no prognostic or other 
significance. Rounded face was noted 
in 17 patients, acne in four and facial 
hirsuties in two. Striz, fat pads, hyper- 
tension, gain of weight; edema, glyco- 
suria and hyperglycemia were observed. 
Euphoria and increased appetite were 
frequent. Psychoses developed in two 
patients who had shown evidence of 
psychosis before treatment. Neutro- 
philia was common and decrease in 
lymphocytes was rare. Eosinopenia, 
a fall in the number of eosinophile 
cells, occurred often in patients who 


showed other evidence of cortical 
stimulation, wide facial contour, 
hirsuties and rise in the urinary 17- 
ketosteroids. Angmia often decreased 
and the thrombocyte count rose. 
Reticulocytes often increased, the 
serum iron content was not sig- 


nificantly affected, and the serum cop- 
per content fell in four patients. In 
spite of the brief effects, the authors 
suggest the use of ACTH or cortisone 
in acute leuchemia, lupus and other 
blood dyscrasias, such as acquired 
hemolytic anzemia. The mode of 
action of the hormones is not known. 
It may be related to that of adreno- 
cortical hormones. 


Renal Anoxia. 


P. GABERMAN et alii 
Internal Medicine, July, 1951) review 
azotemia from non-renal disease, or 
extrarenal uremia. They state that 
names given to the condition include 
acute Bright’s disease, acute tubular 
nephritis and similar titles. The signs 
are those of uremia. Congestive heart 
failure induces a slower onset. Shock 
and trauma to the kidney also produce 
the syndrome. Vomiting, casts in the 
urine, albuminuria and muscular 
twitchings have occurred in all types. 
The authors report 22 cases in which 
the condition which they call renal 
anoxia occurred. The patients included 
those with congestive heart failure, 
diabetic acidosis, small bowel obstruc- 
tion, chronic alcoholism, crush injury, 
pneumonia, pancreatitis, sulphonamide 
reactions, bleeding perforated duodenal 
ulcer and acute myocardial infarction. 
Treatment was directed to the par- 
ticular cause in each case. 


(Annals of 


The Treatment of Furuncles, Anthrax 
and Hidradenitis with Trichloracetic 
Acid. 


MarceL Darcissac (La vie médicale, 
November, 1951) discusses the treat- 
ment of furuncles, anthrax and 
hidradenitis with trichloracetic acid, 
and describes the technique and the 
instruments he has used. He states 
that trichloracetic acid has a threefold 
action—hbactericidal, hwmostatic and 
sclerosing. 


Hypertension. 


Cc. F. Wo.rertH et alii (Annals of 
Internal Medicine, July, 1951) describe 
observations on subtotal adrenalectomy 
in the treatment of severe intractable 
hypertension. They state that 23 
patients with severe hypertension had 
subtotal adrenalectomy; 18 survived 
for one to twelve months. Sixteen 
patients had unilateral adrenalectomy 
in connexion with the second stage of 
Smithwick’s thoraco-lumbar sympa- 


thectomy. The results were no better 
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than those from sympathectomy alone. 
Then approximately 90% of adrenal 
tissue was removed in 23 patients. 
These patients have survived for from 
one to three months. In some cases 


the blood pressure has been greatly 
reduced, and symptoms have been 
relieved. In these cases substitution 
therapy has been necessary’ with 
cortisone, DOCA and salt administra- 
tion. The authors state that compar- 


able medical treatment of hypertension 
would require depression of adrenal 
cortical function and sympathetic 
nervous activity. 


Inoperable Chest Cancer. 


R. H. MEADE, JUNIOR, AND R. A. 
RaSMUSSEN (The Journal of Thoracic 
Surgery, November, 1951), writing on 
the management of inoperable chest 
cancer, discuss the question of how 
much to tell the patient about the 
nature of his illness. They state that 
in their opinion no rigid rules can be 
made. They find, however, that those 
who are told the truth worry less, 
whereas symptoms which cannot be 
explained without telling the truth lead 
to lack of confidence in the attendants 
and fault-finding with treatment. Those 
patients told the truth have at once 
changed their attitudes and have spent 
their last days in peace. The authors 
are impressed by the value of buginage 
of the esophagus for patients with in- 
cperable carcinoma of the csophagus; 
they state that this measure may make 
it possible for the patients to take food 
up to the time of their death. The 
use of nitrogen mustard immediately 
before deep X-ray therapy may prevent 
the development of oedema. 


Cat-Scratch Disease. 


W. B. DANIELS AND F. G. MacMurray 
(A.M.A. Archives of Internal Medicine. 
December, 1951) describe 12 cases of 
a malady which they call cat-seratch 
disease. They state that it is often 
confused with more serious illnesses 


and develops in persons who have had 
contact with cats. Most of the 
patients had been scratched or bitten 
by cats, but one had sniffed a pillow 
soiled by cat urine. The disease is 
characterized by regional lymph- 
adenitis, often suppurative, frequently 
preceded by an _ initial cutaneous 
lesion. It is indolent, lasting from 
weeks to months, but is self-limited. 


There is a_ specific diagnostic intra- 
dermal test. The lymph nodes have 
a characteristic microscopic pattern, 


which is suggestive but not diagnostic. 
The causative agent is considered to 
be a virus. 


Effect of Aureomycin on the Liver. 


M. H. Lepper et alii (A.M.A. Archives 
of Internal Medicine, September, 1951) 
describe the effects of large doses of 
aureomycin on human liver. Gastro- 
intestinal symptoms, chills, nausea, 
malaise and giddiness have been 
described. The authors have treated 
61 adults and 42 children with aureo- 
mycin given intravenously; 14 of these 


received aureomycin orally as_ well, 
and of these 14, seven showed signs 
of liver dysfunction. Enlargement, 
jaundice and death occurred in five 


eases. Aureomycin given intravenously, 
less than two grammes a day, caused 
minor liver damage. The authors 
report no changes in 1300 patients who 
took aureomycin by mouth, 
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Special Articles for the Clinician. 


(ConTRIBUTED BY REQUEST.) 


XIX, 
THE CLINICAL SIGNIFICANCE OF THE BLOOD 
PRESSURE READING. 


A FEW years before the recent World War I was asked to 
undertake the care of an elderly woman of sixty-five with 
high blood pressure. Her doctor had virtually retired from 
practice long before this, but for various reasons had con- 
tinued to look after this patient until he referred her to me. 


The history began twelve years before when she was in 
active command of a large home and her family, exercising 
her right to hire and fire domestics, most of whom did not 
approach her own exactingly high standards. She was 
suffering from menopausal symptoms and it was for these 
she sought advice. During the course of the examination 
her systolic blood pressure was found to be 190 millimetres 
of mercury. She was told that she was suffering from high 
blood pressure which would be corrected by a quieter life 
and a mixture. She demanded to know the figure of the 
blood pressure and was told the truth. Having faithfully 
carried out her instructions for a month, she returned 
triumphantly to the doctor feeling much better. The blood 
pressure on this occasion was over 200 millimetres, but in 
reply to her question she was given the figure of 165. Her 
life thereafter was ordered by her routine visits to her doctor 
and rarely did the intervals exceed three months. Com- 
mitted to this deception, the doctor continued over the years 
to record her blood pressure as between 160 and 165 milli- 
metres of mercury. She travelled abroad several times to 
England and America, always preceded or accompanied by 
a letter explaining the discounts. When I saw her for the 
first time I was received in her drawing room, and her arm 
was clothed to the wrist in a close-fitting sleeve. She said 
with some confidence that her pressure would be 160 as she 
was feeling very well, but that when she was not well it 
was invariably 165. In fact the systolic pressure was 210 
millimetres of mercury. It was impossible under the circum- 
stances to measure the diastolic pressure, but on subsequent 
occasions it was always between 100 and 110 millimetres. 
This person continued to lead a full life until her seventieth 
year, when she had a mild cerebral thrombosis with some 
affection of her speech and hand. She died a quiet death a 
few months later. 

The clinical significance of the blood pressure reading is 
a subject about which every doctor has his private opinions. 
These are largely based on personal experience, but some- 
times they are inextricably mingled with beliefs that have 
about equal validity with folk-lore. The less firmly grounded 
these beliefs, the more often are they acceptable to the 
patient, as witness the acceptance of low blood pressure as 
an explanation of a variety of symptoms. As the rational 
treatment of disorders of blood pressure has its basis in the 
understanding of the factors that maintain it in health ata 
fairly constant level, the reader is recommended to refresh 
his memory from a recent text-book of physiology. 

What is normal blood pressure? For life assurance the 
upper limit would probably be set at 140 millimetres of 
mercury for the systolic and 90 millimetres for the diastolic 
pressure in adults. Text-books on cardio-vascular diseases 
generally agree with these figures, though a minority would 
concede a systolic pressure of 150 as normal. Figures con- 
sistently over this are considered as due to pathological 
hypertension at any age. Nevertheless it is doubtful if this 
attitude can be justified in the practice of medicine and it 
would be surprising to know that it was generally adopted. 
It is my practice to take the figures of 160 and 100 as 
significant if consistently recorded, but not to diagnose 
hypertension below that level. 

In adults the lower limit of normal systolic pressure is 
about 105, though apparently healthy people sometimes have 
@ pressure about 95 millimetres. The diastolic pressure is 
then generally low in conformity. Occasionally in’ healthy 
young people the diastolic pressure is unusually low, and 
the sound may be heard nearly to zero, yet there is no 
evidence of an arterial leak or of goitre. 

Many otherwise careful observers fail to take the blood 
pressure of children. The normal range between infancy 
and puberty is from 90 to 105 millimetres of mercury systolic 
pressure and 60 millimetres diastolic pressure. A figure of 
120/80 in childhood therefore is evidence of hypertension. . 


This is worthy of emphasis because upon its recognition may 
depend the diagnosis of coarctation of the aorta. The 
justification for discussing this is that coarctation is not a 
very rare form of congenital cardio-vascular abnormality, 
it is not difficult to diagnose, and finally with the removal 
of the constriction the blood pressure returns to normal. It 
is therefore as important to make this diagnosis as it is to 
find the toxic goitre that is the cause of auricular fibrillation. 


PressurRE READINGS. 


It is a sound rule never to diagnose essential hypertension 
at any age without first palpating the femoral pulse 
synchronously with the radial pulse. I have seen a patient 
upon whom a sympathectomy had been performed for 
essential hypertension and subsequently resection for 
coarctation through the initial neglect of this simple pro- 
cedure. The femoral pulse may be absent, or it may be 
diminished and apparently delayed in comparison with the 
radial pulse. In such circumstances the diagnosis of 
coarctation can be made with confidence and then confirmed 
by the lower pressure readings in the popliteal vessels and 
perhaps by the other signs that will be found described in 
text-books. In childhood and adolescence the diagnosis may 
be missed because (a) the hypertension is not recognized or 
its true nature is overlooked, and (b) the presence of 
murmurs in the chest has led to the diagnosis of rheumati¢e 
heart disease. In fact it is well to remember that the two 
diseases are not uncommonly found together; that other 
congenital abnormalities producing murmurs may be present 


‘with the coarctation; and that coarctation is responsible for 


systolic murmurs of wide distribution. One should suspect 
the presence of coarctation if a systolic murmur is heard 
widely distributed over the scapular region. 

Children with rheumatic heart disease and free aortic 
incompetence may have systolic pressures up to 180 milli- 
metres of mercury and a diastolic pressure close to zero 
without there being any other cause for the abnormal pres- 
sure readings. Such children may suffer from anginal pain 
even at rest in bed. 


Phzeochromocytoma. 


Pheochromocytoma is a rare functioning tumour of the 
adrenal medulla, but the increasing number of case reports 
and the fact that it is the cause of a remediable form of 
hypertension justify its mention here. The physiological 
basis is the excessive output of adrenaline or nor-adrenaline 
into the blood-stream. This may be paroxysmal and there- 
fore associated with episodes of headache, palpitation, 
sweating, high blood pressure, and high blood sugar levels. 
Sometimes the blood pressure is persistently high. 


Essential Hypertension. 


Coarctation, pheochromocytoma and aortic incompetence 
with high systolic pressure are also problems of adult life, 
as, of course, is hypertension in acute nephritis. The prob- 
lem of early adult life and of middle age is to determine 
the significance of a raised blood pressure when all known 
causes have been rejected. The recognition of essential 
hypertension in its earliest phase depends upon the records 
of a diastolic pressure which, though variable, are per- 
sistently above normal. Even then the course of the disease 
may be unpredictable and the indications for treatment 
wanting. Some persons may continue with a systolic pres- 
sure of 160 to 170 millimetres of mercury and a diastolic 
pressure of 100 to 195 millimetres year after year, in others 


the pressure gradually rises with varying effect on vital 


structures, and in another smaller group with fearful 
rapidity a benign may change to a malignant hypertension. 
In some the hypertension is malignant from the onset, and 
the diastolic pressure is rarely below 120 millimetres. The 
patient, usually a male, is very ill with severe headache, 
blurred vision, lassitude, weakness, dyspnea, anemia and 
great loss of weight. 


Menopausal Hypertension. 

It is commonly believed that the blood pressure may rise 
at the menopause, only to fall when this milestone is passed. 
This. has never been proven. Menopausal hypertension is 
either essential hypertension or it is a moderate and variable 
hypertension in emotionally unstable people. In thé former 
the hypertension persists after the climacteric. In the latter 
cestrogen therapy may restore emotional balance, and thus 
indirectly the blood pressure may be restored to normal. 


Nervous Hypertension. 
It is possible that nervous hypertension exists, but one 
should be careful of explaining away an earl 


ntial 
hypertension in this way. Such a diagnosis might 
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in an emotionally unstable person with tachycardia and a 
blood pressure sometimes within normal limits, but showing 
wide variations in the systolic and diastolic pressures, and 
in whom after some years the heart silhouette shows nothing 
of the hypertensive pattern on fluoroscopy, and the fundus 
oculi is normal. 


Discussion. 


In examining patients whose blood pressure is above 
normal the following points should be remembered: 

1. Never make an absolute diagnosis of hypertension on 
one reading only or on one examination only, even though 
the readings may be very high. 

2. Always examine the femoral pulse. 

3. Examine the fundus oculi not because it gives an indica- 
tion of the state of the cerebral vessels, for it does not, but 
because the changes on serial examination provide the best 
means of assessing the progress of the disease. 


4. The burden of the disease falls on the heart, the brain 
and the kidneys, and once the presence of hypertension is 
established its significance is to be judged by the effect on 
these organs. The most accessible to the physician is the 
heart, and routine clinical examination, fluoroscopy for 
evidence of left ventricular hypertrophy, and pulmonary 
congestion, and then electrocardiography provide a great 
deal of information. In elderly people and sometimes in 
young people with coarctation there may be little or no 
enlargement of the heart silhouette. Unfortunately we have 
no instruments of precision with which to measure the early 
stress of hypertension on the brain. If, however, the patient 
shows no evidence of disturbance of the function of the 
heart or kidneys, and the blood pressure is relatively stable, 
frequent examination is hardly justifiable. It is a different 
story if the blood pressure is rising, the patient developing 
evidence of cardiac or renal disability and the fundus oculi 
showing progression of disease, for then the question of 
treatment arises. 

5. Each problem must be examined on its merits and each 
patient assessed as a person. Many elderly people bear with 
impunity systolic blood pressures well over 200 millimetres, 
and particularly is this so if the diastolic pressure is low. I 
have records of a basket maker who worked until the onset 
of a fatal apoplexy at the age of eighty-five years. He came 
to this country afflicted with rheumatic heart disease as a 
very young man. His blood pressure during the last ten 
years of his life ranged about 240 millimetres systolic and 
140 diastolic, and there were the signs of mitral stenosis 
with normal rhythm. 

All sorts of people develop hypertension, but the restless 
driving ambitious person achieves not only hypertension 
but a great deal of useful work. He or she may regard 
length of miserable days as a poor substitute for crowded 
hours of glorious life even though the future is always 
uncertain. On the other hand, the successful business man 
may think differently about his way of life if the doctor 
speaks to him in his own language. The hypertensive sub- 
ject is living on capital and it is as easy for him to bankrupt 
his health by spending it extravagantly as it is to squander 
his financial resources. 

The story with which I began this paper bears witness to 
the responsibilities that a chance discovery may cast upon 
the doctor, and would provide a fruitful source for dis- 
cussion of the significance of high blood pressure readings, 
which depends in the last analysis on the doctor’s judgement 
and his sense of values. 


Low BLoop PrEessuRE READINGS. 
Acute Circulatory Failure. 

There are a number of incidents to which the terms acute 
circulatory failure, acute peripheral failure or shock are 
applied. In this acute illness the patient is cold, clammy or 
sweating, weak and apathetic or even stuporose, he is pale 
and cyanotic, he has a weak pulse and a systolic blood 
pressure that is often well below 100 millimetres of mercury. 
This picture of a medical emergency may be found in (i) 
cardiac infarction, (ii) pulmonary embolism with acute cor 
pulmonale, (iii) cardiac tamponade, and (iv) acute anoxia 
as in spontaneous pneumothorax in an emphysematous 
subject. 

Shock in Myocardial Infarction. 

In myocardial infarction the pulse is barely palpable, the 
systolic pressure is 90 millimetres of mercury or less, and 
the diastolic pressure little below it. The patient may die 
from shock. It is wise therefore to assume the existence 
of shock if the blood pressure falls abruptly to a level of 90 
millimetres of mercury and remains there for an hour or 
more. 


Both the etiology of the shock and the indications for 
treatment are matters of controversy. Those who advocate 
the need for treating the hypotensive state suggest that the 
hypotension leads to ischemia in areas of myocardium 
supplied by atheromatous coronary vessels, and see in this 
a clear indication for raising the blood pressure. 

There are four forms of therapy that bear directly or 
indirectly on this subject. 

1. Administration of Vasopressor Drugs.—Ephedrine may be 
given intravenously in doses of 5-0 to 15-0 milligrammes and 
will produce an immediate result. The rise in pressure may 
persist. I have used ‘“Neo-Synephrine” in a dose of 5°0 
milligrammes subcutaneously with a satisfactory rise in 
blood pressure. 

2. Transfusion.—Transfusion either with blood or with 
plasma in the absence of a high venous pressure has been 
used with increase in cardiac output and an elevation of 
blood pressure, and without cardiac failure. Arterial trans- 
fusion is suggested as likely to have a quicker effect on the 
blood pressure and the coronary circulation. 

3. Digitalis Therapy.——Despite what has been said about 
the danger of ventricular fibrillation, it is reasonable to use 
such preparations as ouabain, strophanthin or “Digoxin” 
intravenously for their effect on cardiac output and blood 
pressure, provided no digitalis has been taken in the previous 
fortnight. An initial dose of 0°5 milligramme of ouabain 
or “Digoxin” can be given, and this may be followed by 
hourly or two-hourly doses of 0:1 to 0°25 milligramme until 
a full digitalis effect is obtained. A maximum dosage is 
1-0 milligramme of ouabain or 1°25 milligrammes of 
“Digoxin”. 

4. Venesection.—Venesection or application of venous 
tourniquets has been used in contrast to transfusion when 
congestive failure and pulmonary cedema are present in 
addition to shock. It is worth noting that Strickland Goodall 
in 19383 advocated venesection in the eariy treatment of 
myocardial infarction. He stoutly maintained that in addition 
to its obvious value in congestive cardiac failure, it was his 
personal experience that it brought about a dramatic relief 
of cardiac pain. 


Pulmonary Embolism and Acute Cor Pulmonale. 

When in pulmonary embolism and acute cor pulmonale 
the patient presents with acute dyspnoea, cyanosis, sub- 
sternal oppression with rapid development of shock, the 
diagnosis from myocardial infarction may be difficult. This 
is particularly so if there has been no preceding surgical 
or obstetrical event. The history, X-ray appearance and 
particularly the electrocardiogram will decide the diagnosis. 


Cardiac Tamponade. 

Cardiac tamponade is a rare event and more readily diag- 
nosed when there is a history of trauma that might involve 
the heart, pericardium or great vessels. It may result, 
however, from massive pericardial effusions due to pyogenic 
or tuberculous infections. Last year a foreign labourer 
living alone was admitted to the Royal Melbourne Hospital 
in a state of profound shock with generalized edema, serous 
effusions, very high venous pressure, distant heart sounds 
and a blood pressure that could not be recorded. In retro- 
spect it seemed that this man was suffering from cardiac 
tamponade. The high venous pressure was the result of the 
pericardial effusion preventing the return of blood to the 
right side of the heart, and thus diminished cardiac filling 
and cardiac output resulted. This man recovered and 
gradually his edema and effusions subsided. On his discharge 
from hospital no fault could be found with his cardio- 
vascular system and no explanation other than defective 
diet and malnutrition could be advanced as a cause of his 
symptoms. 

Acute Anovzia. 

On several occasions I have observed the picture of shock, 
or, as it is so often called, acute circulatory failure, when 
rupture of a bullous cyst has caused a tension pneumothorax 
in an emphysematous patient. Recognition of the cause, 
removal of air from the pleural cavity and administration of 
oxygen are generally sufficient to bring about recovery. 

All of these emergencies are rare with the exception of 
myocardial infarction, but it is well to bear them in mind. 
A fall in blood pressure to a low level is not necessarily due 
to myocardial infarction and should not be accepted as 
such without consideration of all the features. I have had 
patients admitted to my ward with the diagnosis of coronary 
occlusion and myocardial infarction when a calm considera- 
tion of the history of giddiness, vomiting, pallor, sweating 
and the discovery of a low blood pressure made possible the 
less important diagnosis either of a labyrinthine disturbance, 
or of postural hypotension. 
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Postural Hypotension. 

The term postural hypotension was introduced in 1925 to 
describe a disturbance of blood pressure control in a group 
of middle-aged males in whom loss of sweating and 
impotence were often present. The main feature is a pro- 
found fall in blood pressure with faintness, giddiness and 
collapse. The normal level is restored on the patient’s lying 
down, The term now has a broader application. Hypertensive 
subjects treated with hexamethonium may respond by a 
reduction in blood pressure that may become extreme. This 
hypotensive reaction is common only after the initial dose 
of hexamethonium. With careful administration of the drug, 
under control by blood pressure records, it should be avoid- 
able. If the fall of blood pressure should be profound, 
raising the foot of the bed, passive exercise of the lower 
limbs, and finally 5°0 milligrammes of ‘“Neo-Synephrine” 
given intravenously should restore the blood pressure to 
normal levels. 

The term syncope is vaguely used to describe sudden loss 
of consciousness. It is often used synonymously with faint- 
ing, and the patient may use the term “black-out”. The 
doctor may listen to numbers of.these stories without ever 
seeing the patient in his “turn”. Often he can only surmise 
the cause, and doubtless vaso-vagal attacks, and carotid 
sinus syndromes are diagnosed more frequently than they 
can be demonstrated. It can at least be said that the 
developments in medical and surgical treatment of hyper- 
tension have clarified the significance of hypotension. 
Postural hypotension may explain many episodes vaguely 
described as syncope, faints, turns and blackouts occurring 
in people suddenly assuming the erect position or main- 
taining it for prolonged periods under strain as in soldiers 
on ceremonial parades. 

Cuive H. Firrs, 


‘Melbourne. 
British Wevical Association Mews, 


ANNUAL MEETING. 


THE annual meeting of the Tasmanian Branch of the 
British Medical Association was held at the Museum, Hobart, 
on February 23, 1952, Dr. G. M. W. CLEMons, the President, 
in the chair. 

Minutes. 

The minutes of the annual general meeting held on 

February 10, 1951, were read and signed as correct. 


Annual Report. 

The annual report which had been circulated MW. 
members was taken as read on the motion of Dr. G. M. 
Clemons and seconded by Dr. L. R. Carter and adopted. The 
report is as follows: 

The Council has pleasure in presenting the annual report 
of the Branch for the year ended December 31, 1951. 

The membership as at January 1, 1952, was 198, as com- 
pared with 182 at the beginning of 1951. 


Analysis of Membership. 


As per last report .. 182 
Elected during 1951 shinee 4 
Transfers from other Branches ot 

— 218 

Less— 

Deceased... 1 

20 

198 


Council Meetings. 


Thirteen meetings of the Branch Council were held sabe 
the last report, and the attendance was as follows: 


Dr. J. L. Grove .... .1 Dr.G.M. W. Clemons .. 13 
Dr. C. Craig 7 - 18 
Dr. J. B. G. Muir ve De. A. 
Dr. A. McL. Millar ..11 Dr. D. Waterworth ie 


It is with regret that we record the passing during the 
year of Dr. W. W. Giblin. The late Dr. Giblin was President 


of the Tasmanian Branch of the British Medical Association 


in 1919, and was a member of the Federal Committee as it 
then was from 1920 to 1923. 


General. 

When the annual report was presented last year, the 
Branch Council was criticized for not consulting members 
more often before making decisions of importance. The 
Branch Council this year has made every endeavour to 
keep members informed of current events by means of the 
newsletters, and has referred many matters to the divisions 
for their consideration. 

The Tasmanian Branch of the British Medical Association 
has been ably represented on the Federal Council in the last 
twelve months by Dr. Giblin ant Dr. Muir, and both have 
been reelected for the next y 

In the early part of 1951. ‘the Branch Council was con- 
cerned with the amendments to the Medical Act to enable 
registration of alien doctors. Meetings of divisions, meetings 
of Council representatives with the Minister for Health, and 
consultation with the Legislative Council eventually resu:ced 
in an Act being passed which met with the approval of the 
Branch, in that it ensured an adequate standard being 
ra of these alien doctors before they could be regis- 
tered. 

Following divisional recommendations, lodge agreements 
based on capitation methods of remuneration were termin- 
ated in June, and there is now no lodge agreement, except in 
Devonport. 

In the last annual report mention was made of the 
Premier’s promise to a deputation to pay for out-patient 
services at the public hospitals. This has now been partly 
agreed upon and clinical assistants only are not paid. 

In May arrangements were made for examination of 
national service trainees by doctors at concessional rates. 
The arrangements of the rosters were left in the hands of 
divisional secretaries, and worked very well. 

In the latter half of the year the Branch Council wrote 
to the Minister for Health asking him for details of the 
cancer detection clinics which he had stated in the Press 
he was organizing. When his plan came to hand, this 
important matter was referred to divisions. It was decided 
that staffing of these cancer detection clinics should be on 
a roster system by any doctor who applied for the post. 
So far there has been no further development. 

At the last general meeting it was decided to obtain 
distinctive car badges for our members, and these are being 
manufactured in Melbourne at present and should shortly 
be available. These badges were to help doctors with their 
car parking problems. In addition an approach was made 
to the Transport Advisory Committee to have restricted 
parking areas near doctors’ surgeries. The request was 
rejected. 

The Pensioner Medical Service Scheme came into operation 
in July, and has been running well apart from the usual 
initial difficulties experienced with all these new health 
activities on the part of the Government. 

The Voluntary Hospital Insurance Scheme which is about 
to be introduced should prove a great benefit both to 
individuals in the community and to private hospitals. The 
publicity subcommittee is prepared to bring these benefits 
to the public notice if any unjust attempt is made to decry 


them in the Press. 
In the 1949 annual report reference was made to the 


- Workers’ Compensation Act amendment to fees which was 


about to be implemented. In 1951 it can be reported that 
the Chief Secretary has returned the subject to the Branch 
and suggested further conference with the underwriters. 
The latter have intimated that they are agreeable to accept 
a schedule of fees as is at present in other States, so it is 
to be hoped that some action will eventuate. 

There has not been much activity for the various sub- 
committees this year; the publicity subcommittee has issued 
two or three Press statements, the lodge subcommittee met 
lodge representatives once, the newsletter was produced by 
the medical and lay secretaries, and the subcommittee which 
has been considering reorganizing the Branch rules for 
some years now continued its deliberations. 

Almost all the information in this annual report has been 
conveyed to members by means of the newsletter of which 
there were nine (9) issues this year. 

(Signed) G. W. CLmMmons, 
President. 
Financial Statement. 


Dr. B. Hiller, the honorary treasurer, presented the 
financial statement for the year ended December 31, 1961. 
The financial statement is published herewith. It was 
received and adopted on the motion of Dr. B. Hiller, seconded 
by Dr. L. N. Gollan. 
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BRITISH MEDICAL ASSOCIATION. 


TASMANIAN BRANCH. 
e Headquarters Fund Account. 
January 1, 1951: £ S & December, 1951: £ s. d. 
To Balance oe 207 11 4 | By Balance 212 411 
» Bank Interest 4.33.7 


£212 411 


Balance Sheet as at December 31, 1951. 


LIABILITIES. 


s. 
Capital Account: 
Balance, 1950 .. 1604 8 0 
Surplus 267 9 8 
1871 17 8 
Australasian Medical Publishing Com- 
pany, Limited—Debentures 12 0 


| Cupboards 


ASSETS. 


Scottish and Australian 


nk 


544 11 5 
“Treasury Bonds 860 0 90 
, Australasian Medical Publishing Com- 
pany, Limited—Debentures 308 11 3 
| War Savings Certificates . 133 0 0 
| Deposit re accommodation Federal 
Committees 8s 0 0 


Income and Expenditure Account. 


EXPENDITURE. 


To Secretary’s Salary 


» Printing, Stationery, Typing” and 
Duplicating (including News- 


129 
Less Refund 4 


Postage, Duty 
and Telegrams 34 11 2 
» Mercury Newspaper a ae 4 8 0 


» Travelling Expenses: 
Branch Council 
Secretary 


oo 


Capitation Fees: 


Federal Council 191 2 0 
Australasian Medical Publishing 

Company, Limited .... 182 0 0 
British Medical Association, 

London 235 4 0 
Southern Division .. 54.0 0 
Northern Division 37 0 0 


» Code 


” Audit Fee 3 
» Bank Charges ik 


INCOME. 


By Members’ Subscriptions 
» Interest: 
Debentures 
Commonwealth Loans 


» Aerial 


Insurance Recovered 


Audited and found correct. 


Divisional Reports. 


The report of the Southern Division was read by Dr. R. A. 
Ferris and the report of the Northern Division was pre- 
sented by Dr. R. A. Godfrey-Smith. Both reports were 
received. 

Election of Office-Bearers. 


The office-bearers for the ensuing twelve months were 
elected. 

President-Elect: Dr. A. Pryde. 

Medical Secretary: Dr. Franklin R. Fay. 

Honorary Treasurer: Dr. B. Hiller. 

Members of Council: Dr. G. M. W. Clemons, Dr. A. Ormond 

Green, Dr. A. McL. Millar. 

Messrs. Adams and Bennetto were elected auditors for 

the ensuing year. 


(Signed) ADAMS AND BENNETTO, 
Chartered Accountants (Aust.). 


Induction of President. 


Dr. G. M. W. Clemons vacated the chair in favour of the 
incoming President, Dr. T. Giblin. In doing so, he thanked 
members of the Branch for their support during his year 
of effice and expressed his appreciation for the help he had 


received from the honorary medical secretary, Dr. F. R. 
Fay, the honorary treasurer, Dr. B. Hiller, and the lay 
secretary, Mr. R. A. Rowe. Dr. T. Giblin thanked the 


members for his election. 


The Retiring President’s Address. 
Dr. G. M. W. Clemons then read his retiring president's 
address, in which he dealt with some aspects of public 
hospital practice. 


\ 
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Dut of the ast. 


In this column will be published from time to time 
, taken from medical journals, newspapers, Official 

and historical records, diaries and so on, dealing with events 

connected with the early medical history of Australia. 


Dr REDFERN AND Mr HOWE: 
[The Monitor, November 26, 1827.] 


Mr HOWE Proprietor and Editor of the Sydney Gazette 
appeared before their Worships to claim protection against 
DR REDFERN. Mr Howe deposed as follows—That Dr R 
that morning came into the yard, and asked deponent why 
he had mixed up his (Dr R’s) name with Mr TERRY as joint 
Bank Directors in his Gazette of that morning? Mr Howe 
replied, he considered Mr T as worthy of being a Director 
as Dr R. Dr R proceeded without further ceremony, to lay 
his horse-whip on deponent. Deponent in return, applied 
his sword stick to the head of Dr R by which it was broken 
into pieces. Deponent then took hold of an iron pot which 
lay on the ground, but finding it rather too heavy to throw 
at the Doctor, and beginning to weary of the diligent re- 
iterations of the doctor’s horse-whip, grappled with him. 
The son of Franklin proved victorious over the disciple of 
Esculapius, took the horsewhip from him, and began to 
repay him with interest. In the meantime Mrs Howe 
attracted by the uproar, had beheld the Doctor demolishing 
her husband in the barbarous manner related, and kindling 
at the sight, with the instinctive wrath of an honest 
affectionate wife seized the first offensive weapon that 
came to hand. And the same happening fortunately to 
turn out to be a broomstick, she descended the steps with 
speed, and just arrived at the field of battle about the time 
that the son of Franklin was attempting to apply the iron 
pot as a printer’s devil to the cheek of Esculapius. Sundry 
pats on the hinder part of the Doctor now began to inform 
him, he had at length got between two fires. The Doctor 
now began to retreat. Fortunately for him Mrs Howe’s 
broomstick had broken short, but Mr Howe followed, laying 
on his strokes with even greater judgment than they had 
been inflicted on himself. At the outer shop door both at 
length arrived like a pair of bantam cocks breathing loud 
enough to be heard at the Macquarie Street Chapel: then 
Franklin collared Esculapius, till at length the latter falling 
down and his clothes beginning to exhibit woful signs of 
discomfiture, the affray ended. 

DR REDFERN in his defence admitted these facts, but 
complained of being assaulted by one of Mr Howe’s servants. 
After a patient hearing, the Bench bound over Dr Redfern 
to Quarter Sessions to take his trial for assault. 


Correspondence, 


ANTIBODY TITRE AND PROGNOSTICATION IN 
HAEMOLYTIC DISEASE OF THE NEWBORN. 


Sir: One of the conclusions drawn by Kelsall and Vos in 
their article in THz MepicaL JOURNAL OF AUSTRALIA, March 16, 
1952, is that they “can accurately forecast the severity of 
the disease to be expected in hemolytic disease of the new- 
born”. This conclusion is based largely on the “titre dif- 
ference” between maternal and cord blood. This “titre 
difference” is obtained by subtracting the reciprocal of the 
latter from the reciprocal of the former. As the series of 
doubling dilutions forms a geometric progression, titre dif- 
ferences can be obtained only by division of corresponding 
reciprocals and not by subtraction as in an arithmetic pro- 
gression. Subtracting instead of dividing produces fallacious 
results, because if the maternal titre is high the difference 
inevitably must be great. As an example, if the reciprocal 
of the maternal titre were 4096 and that of the cord titre 
2048, then “titre difference’ would be 2048, and geometric 
difference would be 2, but if the reciprocal of the maternal 
titre were 32 and that of the cord titre 4, then “titre dif- 
ference” would be 28, and geometric difference would be 8; 
in other words, in the first instance the fetus apparently 
absorbed half the circulating agglutinins, and in the second 
instance the foetus apparently absorbed seven-eighths of the 
circulating agglutinins. Applying the division method for 


1From the original in the Mitchell Library, Sydney. 


obtaining titre difference to the cases enumerated in Tables 
II and III of their article, it will be seen that in the mild 
cases (Table II) the geometric differences range from 8 to 16 
with an average value of 9:8, whereas in the severe cases 
(Table III) the geometric differences range from 2 to 16 
with an average value of 6-6; these geometric differences are 
the reverse of those obtained by subtraction, so that unless 
the absolute level of antibodies in the mother is of para- 
mount importance it would be expected that infants 
enumerated in Table II would be more severely affected 
than those enumerated in Table III. 

With regard to the absolute level of maternal antibodies, 
the average value of those listed in Table III is approxi- 
mately 17 times the average value of those listed in Table II, 
and this considerably greater value of maternal antibodies in 
the case of severely affected infants is in general keeping 
with the figures obtained at this hospital in over 200 patients, 
using glucose saline and bovine albumin as diluting media, 
but there have been notable exceptions in which very low 
titres have been accompanied by very severely affected 
infants, and very high titres have been accompanied by 
slightly affected infants or unaffected (Rh-negative) infants, 
so that it has not been possible to accurately forecast the 
fate of a fetus or child simply by determining the maternal 
antibody titre. 

Finally, in connexion with antibody titre, it has been the 
experience of this laboratory that the end-point in glucose 
saline, and particularly in bovine albumin titrations, has 
been difficult to determine precisely. Our experience with 
indirect Coombs test titrations has been less extensive than 
Kelsall and Vos’s, but even when employing their technique 
considerably greater difficulty has been encountered in 
determining the end-point, to such an extent that the end- 
point could be interpreted as occurring in any one of three 
or four different dilutions; this would produce enormous or 
minute values for either “titre difference” or geometric 
difference, according to when the end-point was interpreted 
to occur. 

Unlike Kelsall and Vos’s findings of fairly close parallelism 
between the’ strength of the direct Coombs test and the 
degree to which the infant is affected, it has been the 
experience of this hospital, where a standardized technique 
for the direct Coombs test has been employed always, that 
although there is often parallelism between strength of 
Coombs test and degree to which the infant is affected, there 
have been mildly affected infants with a strong Coombs test 
and severely affected infants with a weak Coombs test. 


Yours, etc., 
J. M. Moyes. 


Pathology Department, T. WILKINSON. 


The Women’s Hospital, 
Crown Street, 
Sydney. 
March 24, 1952. 


AUSTRALASIAN MEDICAL CONGRESS (BRITISH 
MEDICAL ASSOCIATION): EIGHTH SESSION. 


Sir: Sir John Newman-Morris, President, Eighth Session 
of the Australasian Medical Congress (British Medical 
Association), in his letter MeEpicaL JOURNAL OF AUS- 


“TRALIA, March 29) refers to “the steady growth of national 


organizations within and without the British Medical 
Association” and its possible effect on attendance at Con- 
gress meetings, “which should be the natural gathering 
ground of all sections of the medical profession with par- 
ticular reference to the large body of general practitioners”. 

Sir John’s letter does not seem to take into account certain 
considerations. 

Specialist bodies were created to serve strong interests and 
aspirations which are not provided for within the general 
framework of the British Medical Association. 

The advancing front of medical progress is associated, in 
the main, with specialism. 

Papers read at Congress are predominantly papers by 
specialists. 

Medical practitioners have neither the time, nor interest, 
nor knowledge to pursue every branch of medicine. 

While one appreciates the great task of the Congress 
executive and feels a sincere gratitude for its labours, one 
feels also that an attempt to mould Congress into a meeting 
primarily of interest to general practitioners is a retrograde 
step. Not that the general practitioner is not worthy of 
the greatest consideration, for he is the backbone of the 
profession, but that restriction of the spheres of specialism 
will reflect adversely both on general practitioner and 
specialist and reduce the value of Congress. 
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Rather, it could be said, attendance at Congress, and 
enhancement of its value to general practitioners, would be 
promoted by fostering the interests and desires of all 
national organizations, within and without the British 
Medical Association, which are willing to cooperate in 
Congress. 

Even the question of bringing into relationship the meet- 
ings of the Colleges, by a judicious arrangement of over- 
lapping programmes, might be worthy of consideration by 
the powers that be. 

Yours, etc., 

207 Walker Street, | Darcy WILLIAMS. 
North Sydney, 

March 29, 1952. 


BRITISH MEDICAL ASSOCIATION: SPECIAL GROUP 
IN OCCUPATIONAL MEDICINE. 


Sir: In view of the increasing importance and widening 
scope of industrial hygiene and occupational medicine, 
several members of the British Medical Association recently 
applied to the New South Wales Branch Council to form 
a special group in occupational medicine, and as a result, 
the Council last month approved of the formation of a 
Section of Occupational Medicine. It was felt by those 
responsible for the application to the Council that member- 
ship of this section should be unrestricted—that all mem- 
bers of the Association, and not only those engaged in the 
industrial medical field, should be eligible. Arrangements 
have been made with the Medical Secretary of the Branch 
for a meeting of all medical practitioners who are interested 
in the formation and future activities of this new section 
to be held at 8 p.m. on Thursday, May 8, 1952, in the 
William H. Crago Council Chamber, British Medical Associa- 
tion House, 135 Macquarie Street, Sydney. At this meeting 
it is proposed that the rules of the section be drawn up, the 
office-bearers be appointed and future policy and programme 
be discussed. An invitation to be present is extended to all 
medical practitioners. 

Yours, etc., 
GorDon C. SMITH, 
* Acting Honorary Secretary. 

Industrial Health Unit, 

School of Public Health and Tropical Medicine, 

University of Sydney. 
April 9, 1952. 


SUCCINYLCHOLINE CHLORIDE: AN ULTRA-SHORT- 
ACTING RELAXANT. 


Sir: Dr. Balthasar and Dr. Sara are to be congratulated 
for their preliminary report on “Scoline” (THE MEDICAL 
JOURNAL OF AUSTRALIA, April 19, 1952, page 540). However, 
as is the defect of such communications, it is often neces- 
sary to modify early views in the light of further experience. 
As far as my experience with this drug is concerned, I can 
confirm the majority of their findings. One, I must confess, 
does not meet with my approval. 


As did they, I found that one could reduce the amount of 
thiopentone administered considerably below that used with, 
say, “Flaxedil” or curare for intubation, presumably because 
the powerful depolarizing action abolished refiex movement 
on the effector side. This is an effect only produced by 
unnecessarily heavy curarization. Unfortunately, “Scoline” 
is not an anesthetic or amnesia-producing agent, and mis- 
calculation of a patient’s tolerance to thiopentone can be 
unfortunate for him. This is exemplified in the following 
case. 


A man, aged twenty-three years, weight about 154 pounds, 
had extensive healed but scarred burns to arms, face, neck 
and trunk, and was to have a graft to his left hand. As at 
a future date he is to have grafting to mouth and lips, I 
took the opportunity to attempt intubating him, as I 
expected difficulty. He was given thiopentone 0:4 gramme 
and “Scoline” 75 milligrammes. It was impossible to visualize 
his larynx because of oral stenosis, neck rigidity and a 
full set of teeth, but a Macintosh spray was nevertheless 
inserted into his trachea, which was sprayed with 1°5 milli- 
litres of amethocaine (2%). Attempted oral intubation 


was unsuccessful, so a number 8 Magill tube was lubricated, 
slid through his nose and guided into his trachea without 
much difficulty. At the time of intubation, reflex pharyn- 
movement was just starting to return. 


geal Further 


administration and conduct of anesthesia was uneventful. 
However, next day the patient commented on the sensation 
as of a stick being pushed down the back of his nose before 
he went to sleep and he “couldn’t move or do anything 
about it”. 

Since this experience I have been using the same quantity 
of thiopentone as if “Flaxedil” were being used. 

I have found one of the major uses of the drug in diag- 
nostic @sophagoscopy, and both diagnostic and therapeutic 
bronchoscopy, as the time of action of the drug, two to five 
minutes, is usually long enough. Further “Scoline” can 
be administered if the effect needs to be prolonged. 

No difficulty is experienced with thiopentone-“Scoline” 
incompatibility, as a diaphragm needle is always used, the 
needle being flushed with water or saline between drugs. 


Yours, etc., 

23 Narinna Avenue, J. H. Stace, D.A. 
Cumberland Park, 
South Australia. 


April 21, 1952. 


TETANUS BACILLI IN STARCH POWDER. 


Sir: I feel that a short preliminary statement on the 
discovery of tetanus bacilli in a batch of corn starch powder 
will be of interest to the profession in Australia. 

Tetanus is a notifiable disease in Queensland, and when 
the attending doctor notified a case of post-operative 
tetanus following a bowel] resection in a Brisbane private 
hospital, I collected samples of material such as sutures, 
talcum powder, and prepared corn starch powder which 
could have been used in the theatre at the time of operation. 
A sample of the patient’s feces was also obtained. All 
samples were negative on culture with the exception of 
samples from a partly used container of special starch 
powder used for dusting the hands before putting on gloves. 
This sample contained Clostridium tetani, confirmed by 
inoculation of protected and unprotected guinea-pigs. In 
view of the importance of the finding, ail State Health 
Departments were advised by telegram. 

It is not certain that the powder in question was used at 
the operation because both talcum powder and corn starch 
powder are available at this particular hospital, and are 
packed in small gauze bags containing about a level tea- 
spoonful of powder before being autoclaved with the rubber 


gloves. The autoclave is efficient, tests showing that the 
chamber reached a maximum temperature of 122° C, 
(251°6° F.). 


The powder contains pure maize starch together with a 
small quantity of acid-soluble mineral salts. The process 
of manufacture is not known, but this and other brands of 
starch powder are widely used throughout Australia as a 
substitute for surgical talc. All of the well-known brands 
are imported. These are being examined. 

Although it is not known how often corn starch powder 
is infected with tetanus spores, it does seem that it would 
be a retrograde step to abandon its use for surgical gloves 
and to revert to talcum powder, which also has been found 
to contain tetanus spores, and which, in addition, can cause 
tale granulomas. However, both talcum and starch powders 
require careful sterilization before being used in surgery, 
and the common practice of packing these powders in small 
gauze bags and then expecting them to be sterilized in an 
autoclave, even an efficient autoclave, is open to severe 
criticism. Steam penetrates all powders with great diffi- 
culty, and steam sterilization of even a small mass of powder 
is quite impracticable, especially if the powder is packed 
with rubber gloves which do not withstand prolonged 
exposure to high temperatures. 

Dry heat sterilization is preferable, and if the hospital 
does not possess a laboratory type hot air oven, sterilization 
can easily be performed in the kitchen oven. About a 
tablespoonful of powder is placed in an ointment jar of 
about one and one-half inches diameter, the screw cap is 
perforated to act as a sprinkler, and the jar wrapped in 
paper and tied with cotton or plastic tape. The jar is 
placed in the oven at a temperature of 500° F., and the heat 
is turned off. After two hours the temperature of a well- 
insulated oven has dropped to about 400° F., and the powder 
can be removed. This quantity of powder is sufficient for 
four pairs of gloves. 

If the hospital possesses a hot air oven, about an ounce 
of powder is distributed evenly at the bottom of a Petri 
dish in a layer not more than a quarter of an inch in 
thickness; an empty sprinkler top container is placed in 
the oven at the same time as the powder, and kept there 
for two hours after the oven registers 160° C. (320° F.). 
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Starch powder turns a light brown colour, but its Friday, May 30.—10 am., “Standards of Vision and 
lubricating qualities are unimpaired after hot air steriliza- Industrial Eye Injuries’, Dr. M. Taylor; 11.30 a.m., 
tion. As a check on the efficiency of sterilization, small glass “Poisoning by Solvents and Gases”, Dr. Gordon Smith; 
containing salicylic acid (British Pharmacopeia, 2 p.m., (i)' “Laboratory Equipment and Methods”, (ii) 


tubes 
melting point 158° C. to 159° C.) together with a trace of 
methylene biue powder are useful indicators. The tube 
immersed in the powder should show the salicylic acid 
completely melted in a blue mass. 

Autoclaving glove powder should only be undertaken if 
neither of the above methods is available. 

Yours, etc., 
D. W. JOHNSON, 
Deputy Director-General of Health 
and Medical Services. 
Department of Health and Home Affairs, 
William Street, 
Brisbane. 
April 22, 1952. 


Post-@raduate Tork. 


THE POST-GRADUATE COMMITTEE IN MEDICINE IN 
THE UNIVERSITY OF SYDNEY. 


WEEK-ENp Course at BatHurst, May 17 anv 18, 1952. 


THE Post-Graduate Committee in Medicine in the 
University of Sydney announces that a week-end course 
will be held at the Bathurst Town Hall, in conjunction with 
the Western District Medical Association, on Saturday and 
Sunday, May 17 and 18, 1952. 


Programme. 
The programme will be as follows: 
Saturday, May 17.—2 p.m., registration; 2.30 p.m., 


“Princples of Early Treatment in Injuries”, Dr. D. Officer- 
Brown; 4 p.m., “Ante-Partum Hemorrhage”, Dr. Angus 
Murray. 

Sunday, May 18—10 a.m., “Diagnostic Problems in Pul- 
monary Diseases”, Dr. Maurice R. Joseph; 11.30 a.m., “Plastic 
Reconstructive Methods in the Later Treatment of Injuries’, 
Dr. D. Officer-Brown; 2 p.m., “Hemorrhage after the Meno- 
pause”, Dr. Angus Murray; 3.30 p.m., “Recent Advances in 
the Treatment of Heart Disease”, Dr. Maurice Joseph. 

The fee for attendance is £2 2s. Those wishing to attend 
are requested to notify Dr. Brooke Moore, 142 William Street, 
Bathurst, as soon as possible. 


CoursE IN OCCUPATIONAL MEDICINE. 


The Post-Graduate Committee in Medicine in the 
University of Sydney announces that a course in occupa- 
tional medicine for general practitioners will be held from 
May 26 to June 8, 1952, under the supervision of Dr. Gordon 
C. Smith. The lectures and demonstrations will be given 
at the School of Public Health and Tropical Medicine, 
University of Sydney. The fee for the course will be 
£1 1s., and those wishing to enrol should communicate with 
the Secretary, the Post-Graduate Committee in Medicine, 131 


Macquarie Street, Sydney, telephone numbers’ BU 5238, 
BW 7483. 
Programme. 

Monday, May 26.—9.30 a.m., introductory, Professor E. 
Ford; “The Scope of Occupational Health. Facilities and 
Services Available. Statutory Requirements”, Dr. Gordon 
Smith. 11.30 am., “The Organization of an Industrial 


Medical Service and its Relation to General Practice”, Dr. 
J. C. G. Hadley; 2 p.m., visit to Standard Telephones and 
Cables Proprietary, Limited, 252-274 Botany Road, 
Alexandria (Dr. J. C. G. Hadley). 

Tuesday, May 27.—9.45 a.m., visit to State Brickworks, 
Homebush Bay; 2 p.m., “Tuberculosis and Occupation”, Dr. 
Cotter Harvey; 3.30 p.m., “Pneumonokoniosis’, Dr. Gordon 
Smith. 

Wednesday, May 28—10 a.m., “Common Injuries of 
Occupation”, Dr. E. M. Sheppard; 11.30 a.m., “Occupational 
Skin Diseases”, Dr. Francis C. Thompson; 2 p.m., visit to 
Railway Workshops, Eveleigh (Dr. A. Callen). 

Thursday, May 29.—10 a.m., “Cardiac Disease and Occupa- 
tion”, Dr. U. L. Brown; 11.30 a.m., “Poisoning by Metals”, 
Dr. Gordon Smith; 2 p.m., visit to Associated Battery Makers 
of Australia Proprietary, Limited, Parramatta Road, 
Leichhardt. 


“Devices for Personal Protection’, Mr. C. L. Cullen. 

Monday, June 2.—9.30 a.m., demonstration of films, slides 
and pathological specimens, Dr. Gordon Smith; 2 p.m., visit 
to Lewis Berger and Sons (Australia) Proprietary, Limited, 
Rhodes—white lead plant, Dr. J. H. Blakemore; 3.15 p.m., 
visit to Timbrol, Limited, Rhodes—aniline plant, Dr. J. H. 
Blakemore. 

Tuesday, June 3.—10 a.m., visit to Metropolitan Colliery, 
Helensburgh, for underground and surface inspection. 

The main course concludes on June 3, but if any medical 
practitioner attending the course desires to make additional 
visits to factories, or to study sampling and laboratory pro- 
cedures in greater detail, arrangements can be made for 
him to do so on June 4, 5 or 6, 1952. 


Course IN ADVANCED MEDICINE. 


The Post-Graduate Committee in Medicine in the 
University of Sydney announces that as the M.R.A.C.P. 
written examination will be held on September 6, 1952, a 
course in advanced medicine, suitable for candidates for 
this examination, will be conducted for a period of twelve 
weeks, beginning June 16, 1952. The programme will be 
arranged to take place in the afternoons from approxi- 
mately 2 to 5 p.m., on five days each week. 

Fees for attendance will be £31 10s. or £2 12s. 6d. per week. 
Fees are payable in advance at enrolment date and early 
application is desirable. Applications to attend the whole 
or portion of the course should be forwarded to the Course 
Secretary, the Post-Graduate Committee in Medicine, 131 
Macquarie Street, Sydney, not later than May 30, 1952. 
(Telephones: BU 5238, BW 7483; telegraphic address: ‘“‘Post- 
grad, Sydney”’.) 


CLINICAL MEETING AT BALMORAL NAVAL HOspPITAL. 


The Post-Graduate Committee in Medicine in the 
University of Sydney announces that a clinical meeting will 
be held at the Balmoral Naval Hospital on Tuesday, May 20, 
1952, at 2 p.m.; Dr. Stanley Goulston will speak on 
“Dyspepsias in General Practice”. Clinical cases will be 
shown at 4 p.m., after afternoon tea. All members of the 
medical profession are cordially invited to attend. 


WEEK-END CouRSE AT WAGGA WaaGGa. 

The Post-Graduate Committee in Medicine in the 
University of Sydney announces that a week-end course 
will be held at the Wagga Wagga Base Hospital, in con- 
junction with the Southern Districts Medical Association, 
on Saturday and Sunday, May 17 and 18, 1952. 


Programme. 


The programme is as follows: 

Saturday, May 17.—2 p.m., registration; 2.30 p.m., “Squint 
in Children”, Dr. N. McAllister Gregg; 4 p.m., “Water and 
Salt Balance in Relation to Surgery”, Dr. E. A. Hedberg. 

Sunday, May 18.—10 a.m., “Blood Transfusions in Prac- 


_ tice’, Dr. R. J. Walsh; 11.30 a.m., “Ocular Emergencies in 


General Practice’, Dr. N. McAllister Gregg; 2 p.m., “New 
Drugs in Physiology of Surgery”, Dr. E. A. Hedberg; 
3.30 p.m., “Some Aspects of the Common Anzmias”, Dr. 
R. J. Walsh. ? 

The fee for attendance is £2 2s. Those wishing to attend 
are requested to notify Dr. J. S. Storey, Honorary Secretary, 
Southern Districts Medical Association, 69 Bayliss Street, 
Wagga Wagga, telephone 2568, as soon as possible. 


Fitm 


The following films have been placed on temporary loan 
for two months with the film collection of the Post-Graduate 
Committee in Medicine in the University of Sydney by the 
Surgical Film Library, Davis and Geck, Inc., New Nork. 
During this period they will be available for loan to other 
post-graduate organizations and approved medical bodies. 
There will be no charge beyond freight and insurance. 

“Excision Anal Fissure, Fistulectomy and Hemor- 

rhoidectomy with Caudal Anesthesia”, Dr. Neil 
Swinton and Dr. Urban Eversole, The Lahey Clinic, 


Boston. 
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“Complete Exenteration of the Pelvis’, Dr. Alexander 
Brunschwig and Dr. Virginia K. Pierce, Memorial 
Hospital, New York City. 

“Stricture of the Common Bile Duct: Repair with End- 
to-End Anastomosis over a Long T-Tube”’, Dr. 
Richard B. Cattell, The Lahey Clinic, Boston. 

“Hypertension due to Pheochromocytoma” (available in 
sound only), Dr. Reginald H. Smithwick, Massa- 
chusetts Memorial Hospital, Boston. 

All applications for these films must conform with the 
rules of the film collection of the Post-Graduate Committee. 
Inquiries should be addressed to the Post-Graduate Com- 
mittee in Medicine in the University of Sydney, 131 
Macquarie Street, Sydney. 


Maval, Military and Air Force. 


APPOINTMENTS. 


THE undermentioned appointments, changes et cetera have 
been promulgated in the Commonwealth of Australia Gazette, 
Numbers 24 and 27, of March 20 and April 3, 1952. 


NAVAL FORCES OF THE COMMONWEALTH. 
Permanent Naval Forces of the Commonwealth 
(Sea-Going Forces). 
Promotion.—Surgeon Lieutenant (for shert service) John 
Arthur Basil Cotsell is promoted to the rank of Surgeon 
Lieutenant-Commander (for short service), dated 7th June, 

1951. 

Ante-dating Seniority.—The seniority of John Arthur Basil 
Cotsell as Surgeon Lieutenant (for short service) is ante- 
dated to 7th June, 1947. 


Citizen Naval Forces of the Commonwealth. 


Royal Australian Naval Reserve. 


Appointment—Hugh Ben Craig Houston is appointed 
Surgeon Lieutenant, dated 1st February, 1952. 


Promotion.—Surgeon Lieutenant Richard Kernan Newing 
is promoted to the rank of Surgeon Lieutenant-Commander, 
dated 10th August, 1951. 


AUSTRALIAN MILITARY FORCES. 
Australian Regular Army. 
Royal Australian Army Medical Corps. 

2/66 Major J. R. Nimmo, O.B.E., is transferred to the 
Interim Army, Royal Australian Army Medical Corps 
(Medical), 31st December, 1951.—(Ex. Min. No. 42—Approved 
13th March, 1952.) 


Citizen Military Forces. 
Southern Command: Third Military District. 

Royal Australian Army Medical Corps  (Medical}.— 
3/101005 Major (provisionally) T. D. Hollywood ceases to be 
seconded for post-graduate studies in United Kingdom, i9th 
November, 1951. 3/55218 Captain (provisionally) J. Best 
relinquishes the provisional rank of Captain and is trans- 
ferred to the Reserve of Officers (Royal Australian Army 
Medical Corps (Medical)) (3rd Military District) in the 
honorary rank of Captain, 8th January, 1952. 


Central Command: Fourth Military District. 

Royal Australian Army Medical Corps (Medical) .-—4/31944 
Captain G. G. Wyllie is transferred to the Reserve of Officers 
(Royal Australian Army Medical Corps (Medical)) (4th 
Military District), 3lst December, 1951 


Western Command: Fifth Military District. 
Royal Australian Army Medical Corps (Medical).- 
5/32255 Captain M. Mayrhofer is appointed from the Reserve 
ot Officers, 24th January, 1952. 


RoyaL AUSTRALIAN AIR Force. 
Permanent Air Force: Medical Branch. 

The date included in the notification regarding Flying 
Officer R. E. Robins (012652) as approved in Executive 
Council Minute No. 70 of 1951, appearing in Gazette No. 6, 
dated 24th January, 1952, is amended to read 28th November, 
1951. 


DISEASES NOTIFIED IN EACH STATE AND TERRITORY OF AUSTRALIA FOR THE WEEK ENDED APRIL 12, 1952. 


| New | Australian 
Disease. South | Victoria. | Queensland.| South | Western Tasmania. Northern Capital Australia. 
es. us! . | Australia. erritory. erritory. 
| Wal | | Australia. | li Territ Territo 
| | 
Acute Rheumatism .. A | 1 1 
Bilharziasis 
Cholera i 
Diphtheria 2(2) 7(2) 6(5) 4(4) | 19 
Dysentery (Bacillary) 5(5) 1(1) 1(1) | 3 10 
ilariasis | 
Homologous Serum Jaundice | 
infective Hepatitis 13(1) | | 13 
Leprosy 1(1) 3 | 4 
Le ae q aie | 4 
Meningococcal Infection 1(1) 1 2(1) 4 
2 3(1) 5(2) | 15(9) a1) | 27 
Rubella 4 ave 2(1) 3(2) 1 6 
Salmonella Infection 1(1) 1 
scarlet Fever 12(2) 26(17) 2 2(1) (1) | 7(5) 2 | 52 
Tuberculosis .. 19(16) 15(13) 2 11(7) 19(13) | $(2) 69 
Typhus (Flea-, Mite- and | | 
us Louse-borne) | oe } | 
low Fever ae | 


1 Figures in parentheses are those for the metropolitan area. 


1952 
and 
1.m., 
ith; 

(ii) 
ides 
visit 
ted, 
.m., 

ery, 
ical 
ynal 
a 
the 
; 
for 
Ive 4 
be : 
yxi- 
ek. 
rly 
ole 
rse 
131 
52. 
st- 
he 
vill 
20, 

on 

be 

nt 
nd 
C- 
in 
Ww 
yr. 
1d q 
in 
te 
1e 
k. 
or 
Ss. 
il 


THE ‘MEDICAL JOURNAL OF AUSTRALIA 


May 10, 1952 


Australian Medical Board Proceedings. 


NEW SOUTH WALES. 


Tue following have been registered, pursuant to the pro- 
visions of the Medical Practitioners Act, 1938-1950, as duly 
qualified medical practitioners: Brandwein, Aniela Teresa, 
registered in accordance with the provisions of Section 17 
(1) (c); McLachlan, Hugh Kenneth Ian, M.B., B.S., 1951 
(Univ. Melbourne); Petrovsky, Constantine Constantinovich, 
M.B., B.S., 19388 (Univ. Hong Kong); Straede, William 
Thomas Charles, M.B., B.S., 1950 (Univ. Melbourne); Wall, 
— Charles, M.R.C.S. (England), L.R.C.P. (London), 

61. 

The following additional qualification has been registered: 
Nevell, Thomas Franklin (M.B., 1946, Univ. Sydney), BS., 
1949 (Univ. Sydney). 


TASMANIA. 


Tue following have been registered, pursuant to the pro- 
visions of the Medical Act, 1918, as duly qualified medical 
practitioners: Smithurst, Barry Anthony, M.B., B.S., 1951 
(Univ. Sydney); Game, David A., M.B., B.S., 1949 (Univ. 
Adelaide); Voss, John Henry Edward, M.B., B.S., 1951 (Univ. 


Sydney); Blunt, John Littleton, M.B., BS., 1951 (Univ. 
Sydney); Schumack, Ian Albert, M.B., B.S., 1951 (Univ. 
Sydney). 


QUEENSLAND. 


THE following have been registered, pursuant to the pro- 
visions of The Medical Acts, 1939-1948, as duly qualified 
medical practitioners: Morris, John Montague, M.B., BS., 
1952 (Univ. Queensland); Soukup, Dorothy Mavis, M.B.. 
B.S., 1951 (Univ. Adelaide). 

The following -additional qualifications have been regis- 
tered: Landy, Pete James Bunworth, M.R.C.P. (London), 
1952; Gibbs, Wylie Talbot, F.R.C.S. (Edinburgh), 1951, 
F.R.C.S. (England), 1951. 


Mominations and Elections. 


Tue undermentioned has applied for election as a member 
of the New South Wales Branch of the British Medical 
Association: 

Thom, Alistair Sorley Cumming, M.B., B.S., 1950 (Univ. 
Sydney), 51 Dalhousie Street, Haberfield. 


Corrigendum. 


name of the nutritional disturbance occurring in Germany 
was misspelt and should have been “Mehlnadhrschaden. 


Iotice, 


COPIES OF JOURNALS REQUIRED. 


Tue following numbers and indexes of THe Magpicau 
JOURNAL OF AUSTRALIA are required by the Institute for 
Medical Research at Kuala Lumpur to complete their files. 
If readers have spare copies of these numbers and indexes, 
it would be appreciated if they would send them to the 
office of the journal. 

1941: Volume I, Numbers 20 and 21; Volume II, Numbers 

2, 3, 5, 7, 12, 18 and 25. 

1942: Volume I, Numbers 1 and 2; Volume II, Number 4. 

1943: Volume I, Numbers 2 and 10. 

Indexes: 1942, Volume I; 1943, Volume I; 1944, Volume II; 

1945, Volume I; 1946, Volume I; ‘1947, Volume II; 
1948, Volumes I and II. 


In the leading article of the issue of April 19, 1952, the . 


Dbituarp. 


IVAN CORONEL HAINS. 


WE regret to announce the death of Dr. Ivan Coronel 
Hains, which occurred on April 18, 1952. 


MARIO GIOMMI. 


WE regret to announce the death of Dr. Mario Giommi. 
which occurred on April 30, 1952, at Randwick, New South 
Wales. 


Diary for the 


May 13.—New South Wales Branch, B.M.A.: Executive and 
Finance Committee. 

May 15.—South Australian Branch, B.M.A.: Branch Meeting. 

May 19.—Victorian Branch, B.M.A.: Finance Subcommittee. 

May 20.—New South Wales Branch, B.M.A.: Medical Politics 
Committee. 


Wedical Appointments: Important Motice, 


EDICAL PRACTITIONERS are requested not to apply for any 
appointment mentioned below without having first communicated 
with the Honorary Secretary of the Branch concerned, or with 
the Medical Secretary of the British Medical Association, 
Tavistock Square, London, W.C.1. 


New South Wales Branch (Medical Secretary, 135 Macquarie 
All contract practice appointments in 
e 


Viotorion Branch (Honorary Secretary, Medical Society Hall, 
elbourne): Associated Medical Services Limited 
all institutes or Medical Dispensaries ; Australian Prudentiai ; 
Association, Proprietary Limited ; Federal Mutual 
Medical Benefit Society ; Mutual National Provident Club; 
National Provident Association; Hospital or other appoint- 
ments outside Victoria. 

Queensland Branch (Honorary Secretary, M.A. House, 225 
Wickham Terrace, Brisbane, B17): Brisbane Associated 
Friendly Societies’ Medical Institute; Bundaberg Medical 
Institute. Members accepting LODGE appointments and 
those desiring to accept appointments to any COUNTRY 
HOSPITAL or position outside Australia are advised, in 
their own interests, to submit a copy of their Agreement to 
the Council before signing. 

South Australian Branch (Honorary Secretary, 178 North 
Terrace, Adelaide): All Contract Practice appointments in 
South Australia. 

Western Australian Branch (Honorary Secretary, 205 Saint 
George’s Terrace, Perth) : Norseman Hospital; all Contract 
Practice appointments in Western Australia.’ All govern- 
ment appointments with the exception of those of the 

Department of Public Health. 


<i 


Cditorial Motices, 


Manovscripts forwarded to the office of this journal cannot 
under any circumstances be returned. Original articles for- 
warded for publication are understood to be offered to hg 
cor ja JOURNAL OF AUSTRALIA alone, unless the contrary be 
stat 

All communications should be addressed to the Editor, THe 
MEDICAL JOURNAL OF AUSTRALIA, The Printing House, Seamer 
Street, Glebe, New South Wales. (Telephones: MW 2651-2.) 

Members and subscribers are requested to notify the Manager, 
THE MEDICAL JOURNAL OF AUSTRALIA, Seamer Street, Glebe, 
New South Wales, without delay, of any irregularity in the 
delivery of this journal. The management cannot accept any 
responsibility or recognize any claim arising out of non-receipt 
of gournals unless such notification is received within one 
mon 

SUBSCRIPTION RATES.—Medical students and others not 
receiving THE MEDICAL JOURNAL OF AUSTRALIA in virtue of 
membership of the Branches of the British Medical Association 
in the Commonwealth can become subscribers to the journal by 
applying to the Manager or through the usual agents and book- 
sellers. Subscriptions can commence at the beginning of any 
quarter and are renewable on December 31. The rate is £5 
per annum within Australia and the British Commonwealth of 
Nations, and £6 10s. per annum within America and foreign 


countries, payable in advance. 
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